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FACTS AND FANCIES ABOUT CANCER OF THE LUNG* 


BY 


D. W. SMITHERS, M.D., F.R.C.P., D.M.R. 


Director of the Radiotherapy Department, Royal Cancer Hospital ; Radiotherapist, Brompton Hospital for 
Diseases of the Chest 


The startling rise in the recorded death rate from cancer 
of the lung and the implication of one of our favourite 
indulgences as chief culprit have suddenly made this a 
matter of public interest, which is no doubt the reason 
why this topic was selected for me. It is perhaps as well 
to remind ourselves, however, that the rise in the 
recorded death rate which is causing so much public con- 
cern to-day was already well established before the first 
world war, though it was only after it was over that the 
dramatic increase occurred. Even if we go back to King 
and Newsholme in 1893, we see that they were then 
maintaining that the registered increase in cancer deaths 
was due to improved diagnosis and better death certifica- 
tion. Adler in 1912, in his famous monograph, attacked 
the current opinion that malignant neoplasm of the lung 
was rare and maintained that this was a common disease 
which a physician might meet “ any day in his practice 


amongst the young as well as amongst the old.” 

Doctors in England and Wales by 1949 were writing 
“cancer of the lung ” on death certificates 25 times more 
often than they had been doing in 1912. There is no 
doubt to-day that the lung is one of the commonest sites 
in the human body for primary as well as for secondary 


malignant disease. The work that has been done in 
recent years makes it clear that some real increase in 
lung cancer has occurred in many parts of the world. 
What is not at all clear at present is the extent of that 
increase. 

Much of the recorded rise can be accounted for. The 
number of persons living in England and Wales has gone 
up by 74 millions in the past 40 years, and the age distri- 
bution has so changed that 21 persons in every 100 alive 
to-day are over 55 years of age, while only 12 persons in 
every 100 were over 55 then. The number of doctors 
resident in this country has also increased in this period 
from 25,000 to 48,000, which is a change from about 
1,400 persons per doctor to about 900. The recorded 
death rate from cancer as a whole has been increasing 
over the years, and although the lung has shown the most 
spectacular rise it has not been alone in this. Death 
rates from cancer of all sites taken together are steeply 
graded with increasing urbanization (Stocks, 1947), and 
they vary directly with the number of doctors per 
100,000 people (Green, 1926). If you take the recorded 


*A shortened version of a B.M.A. Lecture delivered in Man- 
chester on November 14, 1952. Much of the first part dealing 
with incidence, predisposing factors, and post-mortem records 
has been omitted, as these aspects of the subject have since been 
dealt with far more on gy if with some differences in 
emphasis, by Dr. Richard Doll in his Milroy Lectures, 1953, to 
be published shortly. 





death rate from lung cancer per million persons living, 
by age and sex, and plot this on a logarithmic scale, you 
will see that the curve for each age group has almost the 
same overall slope, showing that the proportionate in- 
crease in death rates has been much the same at all ages 
(Stocks and MacKay, 1946). The rise has been recorded 
predominantly in men over 45 years of age, being most 
pronounced in those dying between the ages of 55 and 
74, the age group which already had the largest death 
rate. 

The sudden interest in this subject and the recent 
accumulation of many new facts has led to a fine dis- 
play of fancy. The different fancies that people have 
about the same facts usually depend on their training 
and outlook. What the clinician so readily attributes to 
his diagnostic skill the research worker is apt to believe 
may well be due to the action of a specific carcinogen. 
Both need to take particular notice of the way their 
natural bias is apt to lead them and to remember their 
responsibility to an anxious and ill-informed public when 
they publish their views on serious problems of fatal 
disease. 

Diagnosis 

We are well aware that a revolutionary improvement 
has taken place in the diagnosis of lung cancer. It would 
be a most extraordinary thing if the rise in the recorded 
death rate which has accompanied this had no relation 
to it at all. The symptoms of bronchial carcinoma are 
common and non-specific. Doctors in practice inside 
and outside hospitals see large numbers of patients who 
complain of cough, many with dyspnoea, a number with 
haemoptysis, and not a few with pain in the chest. Many 
of these patients are past their first youth, but only a 
few have bronchial carcinomas. 

In the same year that R6ntgen discovered x rays, 
Killian used an instrument to remove a piece of bone 
from a bronchus, and in 1898 first wrote about his 
method of direct bronchoscopy. This was demonstrated 
in England in 1902. It was in 1917, when Chevalier 
Jackson first removed a tumour bronchoscopically, that 
the importance of this procedure as a means of diagnosis 
of bronchial neoplasms was recognized, but it was not 
until the 1930s that bronchoscopy became a common 
form of examination even in special chest hospitals. 
Bronchoscopies were performed at the Brompton 
Hospital in the 1920s by Sir James Dundas Grant, with 
the patient sitting in a special chair in the ear, nose, and 
throat room, but a search of the operating theatre records 


reveals only one bronchoscopy done there by the 
4822 
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surgeons between 1908 and 1925. In the next four years 
there were 29, and in 1930, 28 ; while the number to-day 
is over 800 per annum, or an average of near'v three in 
every full working day. 

Improvement in the treatment of patients with chest 
infections has permitted more of them to recover from 
the pneumonia which may be associated with a bronchial 
carcinoma, and has also led to a change of thinking on 
the part of doctors who see patients with pneumonia 
who have failed to respond to treatment. The immense 
increase in diagnostic radiological examination of the 
chest has been another no less important factor in the 
diagnosis of bronchial tumours in the period since the 
1914-18 war. The most rapid increase in registration 
of lung cancer deaths did not, in fact, occur until the 
modern facilities for diagnosis of this disease became 
generally available. Even to-day, however, the accuracy 
of the diagnosis of bronchial carcinoma in the country 
as a whole and the reliability of death certification from 
this cause must still be under grave suspicion. 


In 3,280 cases of lung cancer registered from 46 centres 
in England and Wales during 1945 and 1946 (Stocks, 1950) 
only 11% had had post-mortem confirmation of the diag- 
nosis and only 38% of the total had had any histological 
examination. The difficulties of diagnosis are considerable. 
Even with post-mortem examination mistakes can be made. 
We have found four cases in the past few years in which 
the post-mortem examination was in error, and three others 
in which the death certificates differed from the post-mortem 
findings. 

In two of the first four cases, one was said to have had 
a primary carcinoma of the kidney and the other of the 
pancreas, both with widespread metastases. When we 
received these death certificates, in accordance with the usual 
practice of the joint consultation clinic for neoplastic disease 
of the Brompton Hospital and Royal Cancer Hospital, we 
sent a copy of our notes to the pathologists concerned to 
ask if there was any evidence that the primary might have 
been in a bronchus as suspected by us during life. In both 
these cases further examination of the slides induced the 
pathologist to change his diagnosis to primary bronchial 
carcinoma. In the second two cases a diagnosis of non- 
malignant disease of the bronchi was made; in one of 
these, further sections were cut at our request nearer to 
the bronchial wall and the presence of a carcinoma was 
confirmed; and in the other—a coroner’s post-mortem 
examination following a street accident—the fact that the 
patient had a completely collapsed and contracted left 
upper lobe was not noticed by the pathologist and no piece 
was removed for examination from the tumour site (from 
which we had already obtained a positive section). 


In the other three cases the diagnosis was made at post- 
mortem examination, but incorrect death certificates were 
signed beforehand by doctors who did not know the whole 
story, and these still remain as the official record at Somerset 
House. One was certified as dying of pulmonary tuber- 
culosis, when, in fact, a carcinoma of the bronchus was 
present ; another of carcinoma of the bronchus, although 
this diagnosis had been rejected during life and careful 
search at necropsy revealed only bronchiectasis in the lungs 
with no sign of recurrence of an old carcinoma of the 
rectum excised some years before ; and the third of carci- 
noma of the ‘bronchus, although multiple metastases from 
a primary carcinoma of the common bile duct was the 
diagnosis reached by the pathologist who performed the 
post-mortem examination. 


An analysis of differences between the diagnoses made 
in hospital and those put on death certificates is interesting. 
Those patients who died in our hospitals naturally had 
death certificates in accordance with our diagnosis, and all 
those who died elsewhere had at one time or another had 
a ietter giving our diagnosis sent to their doctors. In 


respect of agreement between clinical diagnosis and death 
certification, therefore, ours is a specially selected group 
in which close agreement should be expected. A number 
of differences still occurred, however (Table I). 


TaBLe I.—Analysis of Differences between Diagnoses on 591 
Death Certificates and Those Made at the Brompton Hos- 
pital and Royal Cancer Hospital Joint Consultation Clinic, 
1944-50 


1. Diagnosis of Bronchial Carcinoma Accepted at the Clinic 











Death Certified | Death Certified No. of 
for Some for Some Other Death 
Non-malignant Malignant Certificates 
Disease Disease Examined 
(a) With histological 
confirmation .. 5 12° 330 
(6) Without histological 
confirmation .. 5 7t 224 
Total os 10 19 554 














2. Diagnosis of Bronchial Carcinoma Rejected at the Clinic, Death Certified 
as Bronchial Carcinoma 














Reasons for Rejection 
. P ° : P ‘ th 
Insufficient Diagnosis of Diagnosis of . 4 4... 
Evidence of Tumour of Some} Some Non- Examined 
Primary Other Site malignant Disease} 
Site Established Accepted 
12 3t 6 37 














* Four were certified as dying with metastases from unknown primary site, 
3 (all with recurrent laryngeal palsy) as dying from cancer of the larynx, 
2 as mediastinal tumour, and one each as cancer of the liver, rectum, and 
pancreas. 

+ Four were certified as dying from mediastinal tumour, one as metastases 
from unknown primary site, and one each as larynx and bone primary 
tumours. 

t One had a carcinoma of the breast and one a carcinoma of the bile duct, 
both with lung metastases, and the third a disseminated reticulum-cell 
sarcoma. 


Prior to the 1914-18 war it was unusual for a diagnosis 
of bronchial carcinoma to be made before death. Nearly 
all the cases reported came from the post-mortem room 
records. Only 6 of Sehrt’s 178 cases collected in 1904 had 
been diagnosed correctly during life. Ferenczy and 
Matolcsy (1927) found only 2 out of 40 (5%) diagnosed 
during life from 1896 to 1900, 18 out of 80 (22.5%) from 
1907 to 1916, and 44 out of 150 (29.3%) from 1917 to 
1925. In 84 post-mortem examinations of patients with 
lung-cancer made in a large hospital with a thoracic unit, 
Willis (quoted by Kennaway and Kennaway, 1947) found 
that the diagnosis made before death had been wrong in 
35, or 42%. In Denmark—where the post-mortem examin- 
ation rate is higher than in most other countries—Clemme- 
sen and Busk (1947) found that of 564 patients recorded as 
dying of lung cancer there had been a post-mortem examin- 
ation in 47%, the clinical diagnosis of lung cancer before 
death in this group being regarded as certain in 37%, un- 
certain in 26%, unknown in 15%, and not given in 22%. 
Even in 1952 McConnell, Gordon, and Jones, collecting 100 
patients with lung cancer for a study of their smoking 
habits, had to reject 24 of their original cases because 
of proved errors in diagnosis in 11 and suspected errors 
in 13. 

At our joint consultation clinic we had 821 patients 
referred to us with a diagnosis of lung cancer from 1944 
to 1950. All these patients had already been seen by speci- 
alists in thoracic disease and had undergone a thorough 
investigation—including x-ray examination in all cases, 
bronchoscopy in most, and thoracotomy in some—and yet 
we have so far rejected the diagnosis in no fewer than 95 
(8.6%) of them, and will probably reject it in more as the 
result of the repeated review of the evidence on which each 
patient’s diagnosis rests which we make in the light of what 
happens over the years. If the 112 patients with this diag- 
nosis seen during the same period at the Royal Cancer 
Hospital but not at the joint clinic are added, the 
number in which the diagnosis has been rejected is raised 
to 115. 
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From the large pool of patients dying with symptoms 
common to many chronic lung and heart disorders, an 
increasing number are being labelled “lung cancer” on a 
decreasing post-mortem examination rate for the total, 
despite a rising post-mortem rate for those dying in many 
hospitals. There is a wide variation in the degree of un- 
certainty with which this diagnosis is made. Death from 
respiratory disorders is comparatively common, from lung 
cancer comparatively rare. Without taking any account 
of patients dying from cardiac disease with similar symptoms 
there would still have been little difficulty in losing our 
entire present lung cancer death rate in the general death 
rate from respiratory disease in the past if these cases were 
really there to lose (see Chart). 


Treatment 


Your view of the effect of treatment on patients with 
lung cancer depends (like most things in life) on the way 
you look at it. If you see over 13,000 deaths in 1951 on a 
steeply rising curve, and 
estimate that probably 
fewer than 250 pneumon- 
ectomies for lung cancer 
were performed in that 
year, that it is unlikely 
that more than 1,000 
radical courses of x-ray 
treatment were given for 
this disease, and that the 
five year survival rate for 
the whole group is likely 
to be no more than a 
fraction of 1%, you may 
well feel hopeless about 
the situation. If you see 
an extremely difficult 
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of the group as a whole. I know of no such report in this 
country. There nearly always seems to be some important 
piece of information missing. 

Ochsner, DeCamp, DeBakey, and Ray (1952) give a full 
account of 308 patients with lung cancer observed for more 
than five years after treatment. They do not say over what 
period these patients were seen, but we may presume that 
none were omitted. In this group 32% were resected and 
6% lived five years (19% of those resected). N« patient 
lived five years without resection. Thé percentage of 
patients who are suitable for resection when first seen 
varies greatly from hospital to hospital, according to the 
way the patients are selected. Whereas with Ochsner et al., 
for instance, 35% were resected, at the Brompton Hospital 
in 1951 this was possible only in 18% of the total of 256 
new patients with bronchial! carcinoma seen in that year. 
The survival rates at five years for those resected vary 
around the 20% mark, but the rate in terms of all the 
new patients seen in hospitals is a great deal lower, and in 
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fatal disease which is at 
last being tackled with 
some success, you may 
take a more optimistic 
view. The fact is that at a 
present we offer no effec- wes 


(non-civilian deaths and population excluded 
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Crude annual death rates for cancer of respiratory system compared with similar rates for all other 


tive Pigg sem ag: to respiratory diseases (1921-49). (Taken from the Registrar-General’s Statistical Reviews of England and 
most patients wi ung Wales.) Since 1940, when multiple causes were certified, deaths have been assigned to the cause 


cancer. Mackenzie (1939) 
estimated that 95% were 
not treated; and Tod (1949), ten years later, found that 
87% of patients registered with lung cancer in Bradford 
were still receiving no treatment. In our special group of 
818 patients with a diagnosis of lung cancer accepted who 
were sent to us for treatment in hospital from 1944 to 1950, 
we judged that we could do nothing helpful with surgery 
or radiotherapy for 24%, despite our anxiety to try at least 
to relieve symptoms whenever possible, and in only 28% 
was it possible for us to make an attempt at radical treat- 
ment by surgery or x rays. 


It was, however, 20 years ago this April that Evarts 
Graham, starting to do a lobectomy on a 48-year-old 
doctor and finding no satisfactory interlobar fissure, 
boldly did the first successful pneumonectomy for bronchial 
carcinoma. This patient is, I believe, still working as an 
obstetrician in Pittsburg, and there are hundreds of patients 
who have followed this one. Nevertheless, it is still un- 
fortunately most difficult to find out what surgery really 
has to offer, since the standard of recording the results of 
treatment in patients with cancer is so deplorably low. 
Despite the large numbers involved it is hard to find papers 
which provide information on the subsequent history of 
big groups of patients with bronchial carcinoma, which in- 
clude all those seen at one hospital over a period of years, 
which say how these patients were selected, and which 
express the survival of ‘those treated surgically in terms 


selected by the certifying doctor instead of by arbitrary rule. 


terms of the recorded death rate for the whole country is 
still pathetically small. 


Mass miniature radiography may bring a few more 
patients to hospitals in the early stage. Overholt (1950) 
has been enthusiastic about its possibilities, and has reported 
145 patients in whom lung shadows were detected ; of these, 
51 were due to tumours, 35 of which were malignant. He 
believes that no more than 10% of patients with lung cancer 
are operable by the time symptoms appear, and that mass 
surveys may offer many the chance of operation in the 
silent phase and so set treatment ahead by months or 
years. 

All patients with lesions discovered on survey and sent 
promptly for treatment have been resectable in his clinic, 
and 75% have shown no signs of lymphatic spread. It 
would be interesting to know how many pneumonectomies 
were performed for patients with asymptomatic non- 
malignant conditions and what happened to them afterwards. 
Overholt does say that of one group of 12 patients explored 
four were found not to have lung cancer. We have not 
been fortunate with our few cases found by surveys. Most 
have volunteered for examination because they were already 
worried about their chest, and the delay in reaching hospital 
for treatment when something abnormal was shown usually 
destroyed what value the examination might have had. 
Only 5 out of 27 sent as the result of surveys had been 
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symptom-free when x-rayed, and the average delay in receiv- 
ing treatment after the radiograph had been taken was 
more than four months. 

Radiotherapy is frequently said to have little effect on 
survival. That patients have survived for many years fol- 
lowing radiotherapy for proved lung cancer is established ; 
that this is a rare occurrence and that a few patients survive 
for these long periods untreated is also true. With many 
errors in diagnosis the claims of a few successes cannot be 
accepted without the most rigorous inquiry. From the 
point of view of survival following: treatment most publica- 
tions on the value of radiotherapy are therefore quite use- 
less. When the few operable cases are taken away there 
is not much left for the radiotherapist to treat which pre- 
sents him with even a reasonable chance of success. When 
we rightly doubt the diagnosis as soon as one of our 
patients lives for a year or more and reject all those which 
do not seem certain, no very impressive survival rate is to 
be expected. It is possible that pre-operative x-ray treat- 
ment (a trial of which I have advocated for some years, and 
which I have suggested might at least be given while the 
patient is on the waiting-list for a surgical bed) may have 
some value in increasing the resectability rate and reducing 
the risk of metastasis. We -have treated too few this way 
to have learnt much, but the results in our small group 
are set out in Table II. An examination of the lungs in 


Tasie II.—Patients with Bronchial Carcinoma Treated with Pre- 
operative Irradiation and Pneumonectomy 




















Radiotherapy: No. of Length of 
Age | Sex Date Treatment | Days Before | Subsequent Survival 
Finished and Pneu- History Since First 
i Dose Given monectomy Treatment 
45 M December, 1947. 68 Alive and well | 4 years and 
5,800 r in 36 ber, 10 months 
days 1952 
26* | F March, 1949. 112 Alive and well | 3 years and 
,000 r in 44 November, mon 
days 1952 
33 M | November, wm. 72 Died May 16, months, 
= 300 r in 41 1950 § aad 
59 M |M ateh, 1950. 8 Died October, | 7 months, 
oy rin 19 1950 ied 
52 M March, 1950. 22 Alive and well | 2 years and 
2,400 r in 26 August, 5 months 
days 1952 




















* This patient had a positive section before treatment, but no residual 
tumour was found in the lung at operation. 


these patients may also give us information, in time, about 
what might be expected from irradiation in the small favour- 
able group at present treated surgically. Another possible 
extension of combined treatment is the implantation of 
radioactive gold grains at thoracotomy in patients found to 
have inoperable growths. 


Survey of 933 Patients 


Here is a brief account of what has happened to all the 
patients registered at the Royal Cancer Hospital from 1945 
to 1950 who either came to hospital with a diagnosis of 
bronchial carcinoma or in whom such a diagnosis was later 
made. These patients have mostly been seen in the joint 
consultation clinic held with the Brompton Hospital 
(Brooks, Davidson, Price Thomas, Robson, and Smithers, 
1951), and all those seen at this clinic from 1944 to 1950 
are included. In this series there are 933 persons—521 with 
histological confirmation of the diagnosis accepted, 297 
without histological confirmation but with the diagnosis 
accepted on clinical grounds subject to review, and 115 in 
whom the diagnosis has been rejected (in 11 despite positive 
pathological reports, Table III). There are therefore 818 
patients with an accepted diagnosis of bronchial carcinoma. 
Only 35 of these were treated surgically, the low proportion 
(4%) being due to the fact that the main source of supply 
(726 patients) was through our reference clinic, which is 
for patients already judged unsuitable for surgery. Of these 
35 surgical cases 10 were alive three years or more after 
treatment. A radical course of x-ray therapy was given to 


TaBLe II].—Eleven Patients with a Diagnosis of Bronchial 
Carcinoma Confirmed Histologically and then Rejected 
Clinically, 1944-50 











Pathological Sex Pathological Reason for 
ee = Reports Rejecting Diagnosis 
M 38 | Squamous-cell car- | Living 8 years after 
cinoma radiotherapy. Section 
review doubtful 
M 54 | Oat-cell carcinoma Necropsy. Lung and 
brain abscesses only 
Piece obtained | F 61 Undifferentiated car- | Living 3% years later 
at broncho- cinoma with adenoma of 
scopy bronchus 
F 58 ! Squamous-cell car- | Operation revealed fib- 
cinoma roma. First section 


found to have be- 
longed to another 
patient 


Living 43 years after 
radiotherapy. Section 
review doubtful 





Piece removed | M 68 | Oat-cell carcinoma 


with a ;drill 





Squamous-cell car- | Living 4% years after 


Lymph node F 50 
cinoma with pig- radiotherapy to medi- 


removed from 





neck ment. Malignant astinal mass; no 
melanoma. (Two further lymph node 
pathologists) enlargement 
M 65 | Squamous-celi car- | Lived 3% years after 
cinoma radiotherapy ; 
M 36 | Oat-cell carcinoma 4% Hodgkin’s 
M 36 | Carcinoma cells Living tt years after 
Sputum radiotherapy 
M 48 | Oat-cell carcinoma Living 2 years after 
smal! dose of x rays 
M 


66 | Clumps of carcinoma | Living 2} years without 
cells treatment 














192 patients, and 6 of these were alive three years or more 
after treatment (Table IV). The most interesting fact is 
perhaps the survival rate in the group where the diagnosis 
was rejected. 

Really ill patients with bronchial carcinoma seldom bene- 
fit from radiotherapy—which may well add to their dis- 
comfort while prolonging their dying—but antibiotics may 
control infection and allow many more patients to be relieved 
of distressing symptoms by radiotherapy than was possible 
in the past. To my mind the relief of superior vena-caval 
obstruction or of haemoptysis and the appreciable lessening 
of cough, dyspnoea, or pain is well worth achieving. I 
hold the view that providing such relief is one of the most 
important functions of a doctor. Too many general practi- 
tioners, remembering the past, when irradiation sickness 
was a commonplace, local reactions were severe, and relief 
of symptoms ‘was unusual and of short duration, seem to 


TaBLe IV.—Survival Times for 933 Patients Registered at the 
Royal Cancer Hospital in whom a ae of Cancer of 

the Lung was at One Time. Made, 1944-50 
821 Patients seen in the Joint Consultation Clinic with the Brompton 
a 1944-50, and 112 Patients seen at the Royal Cancer Hospital only, 



































No. Survived More Than 
Treatment Remarks 
Patients | 1 Year | 2 Years | 3 Years 
Surgical i 35* 20 14 10 1 still living at 7 years. 
still living at 
6 years 
Radical x-ray 192 66 17 6 1 still living at 7 years 
therapy 
Palliative x-| 321 45 12 Mostly for the relief 
ray therapy of one specificsymp- 
tom only 
Chemotherapy 75 8 1 0 Some patients having 
only x-ray treatment also 
had chemotherapy 
Not treated .. 195 11 1 0 Mostly advanced 
cases —_ little 
| prospect 
tomatic relief 
Total .. 818 150 45 18 
Diagnosis re- 115 50 28 24 One pneumonectomy, 
i on 3 lobectomies, 42 
review x-tay therapy, 3 
chemotherapy, 66 
not treated 
* Five with pre fative irradiation (two alive over three years); 12 with 
post-operative irradiation (all died under three years). 
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me to be far too ready to deny their less debilitated lung- 
cancer patients the benefits of the treatment which is avail- 
able to them to-day. We have started an investigation in 
conjunction with the general practitioners who send patients 
to us, to try to assess how far the palliative treatment given 
has been worth while. We are anxious to know what 
quality of life these patients lead before death and how 
they die. 

Surgery offers a real chance of cure to the fortunate few, 
but does not at present do more than begin to touch the 
fringe of the problem presented by the thousands of patients 
dying with lung cancer. Radiotherapy is shouldering the 
burden of treatment to an increasing degree, and is doing 
useful work in relieving suffering in a way which is not 
possible at present by any other means, and is still not 
sufficiently available to all who need it. Chemotherapy 
with the nitrogen mustards has so far, in my experience, 
added nothing to this group of patients to compensate for 
the general ill effects it has produced, let alone done any- 
thing to advance treatment. 


Conclusions 


The startling rise in the recorded death rate from lung 
cancer is in large part due to change in numbers and age 
of the population and to improved diagnosis. It is due in 
part to a real increase, but we are not yet in a position to 
say how great that real increase is. 

The size and the difficulty of this problem are clear 
to us all. Although the five-year survival rate for the 
fortunate few who are operable when they first reach 
hospital has risen from nothing to between 20 and 30% 
in 20 years, and while much can be done with x-ray 
treatment to relieve suffering and sometimes prolong 
life for the less fortunate ones who are, nevertheless, still 
in fairly good general condition, there are still thousands 
of these patients each year for whom no real attempt at 
treatment is being made. Since we all have to die, since 
some 90,000 people are doing so each year with lung 
symptoms, and since this number is falling well, we 
should ask ourselves how far we are performing a useful 
service by helping to make a public issue of a compara- 
tively small change within that group, which may be in 
large part due to our own method of recording. We 
should not be too readily swayed by those who demand 
that the public be told “the truth” while we are still 
attempting to sort the facts from the fancies for our- 
selves, especially since “the truth” when told may not 
appear to them in at all the same light as it does to us. 
Anthony Hope once wrote that “telling the truth to 
people who misunderstand you is generally promoting a 
falsehood.” 

The moment the word cancer is mentioned to the 
public (of which doctors are but a part) emotion is 
aroused and any calm objective view of the value of 
evidence presented becomes most difficult. It is 
important that the medical profession take note of this 
difficult problem of lung cancer and help to deal with it 
more efficiently, but it is also important that they do not 
make matters worse by merely joining in a cry and in- 
creasing the alarm. A sensible view of the relationship 
of smoking to this problem, for instance, should be and, 
after some wild comments in the lay and medical press, 
is now being presented to the general public; but no 
comparable effort seems to be going into an endeavour 
to persuade the authorities to cleanse the air of our 
industrial towns. As a profession which speaks so much 


* and so rightly of the need to allay the cancer fear we 


Should beware of putting extravagant accounts of rising 
cancer death rates and their causes before the public, 


especially when neither the magnitude of the one nor 
the degree or responsibility of the other has yet been 
fully established. 


I am greatly indebted to Sir Clement Price Thomas and Dr. 
Kenneth Robson, the other members of our joint consultation 
clinic at the Brompton Hospital and the Royal Cancer 
Hospital, for allowing me to use material collected from 
our records. Dr. J. R. Bignall, a research fellow jointly 
with the Institute of Diseases of the Chest and the Institute 
of Cancer Research, who is attached to our clinic, has kindly 
obtained much other information for me from the Brompton 
Hospital records; and Mr. P. M. Payne, the research fellow in 
medical statistics in the Radiotherapy Department of the Royal 
Cancer Hospital, helped me with the chart and tables. I am 
grateful to Miss J. Thompson and Miss M. Jeffries for the con- 
siderable amount of work which they did in the records depart- 
ment and iibrary while we were preparing the original lecture of 
which this paper formed a part. 
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FACTORS IN THE MORTALITY OF 
CLOSED HEAD INJURIES 


BY 


WALPOLE LEWIN, MS., F.R.C.S. 
Assistant Neurological Surgeon, Radcliffe Infirmary, Oxford 


(From the Accident Service, Radcliffe Infirmary, Oxford) 


It has been estimated that in this country every year 
road accidents account for over 20,000 cases of head in- 
jury severe enough to require admission to hospital. 
Their number and mortality are matters of some con- 
cern. Mortality figures for non-missile head injuries 
vary widely, depending on the selection of cases and on 
the circumstances in which the particular series is com- 
piled, but most clinics in this country and abroad quote 
rates of 12-20%, and emphasize that in 60-70% of the 
fatal cases death occurs within the first twenty-four 
hours. These early deaths are due frequently to the 
severity of the brain lesion, but there is a danger of 
assuming too readily that such is necessarily the case 
and of failing to recognize those complications for 
which treatment may be effective. Some early fatalities 
—and later ones too—are due to intracranial haema- 
tomas ; and there are other cases in which extracranial 
factors such as chest complications are responsible. 
The remarkable capacity of the brain to recover from 
or compensate for the effects of injury has also to be re- 
membered. Thus, aphasia and hemiplegia are com- 
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monly seen in the early days after injury, but they do 
not frequently cause permanent disability. Patients with 
very severe lacerations of the brain may survive for days 
or weeks. Brain-stem lesions carry .a high mortality, 
but even with them recovery is possible: in the present 
series one patient with clinical evidence of such a lesion 
remained unconscious for six months following injury, 
and thereafter made a steady recovery, so that ten 
months after the accident she was talking and was later 
able to return home and look after her family. 

Such observations make it pertinent to inquire more 
closely into the immediate causes of death in these cases, 
even though in the last analysis the head injury may have 
been responsible, and to seek ways in which the mor- 
tality may be reduced. Broadly speaking, the factors 
responsible may be divided into four groups: (1) the 
effect of the injury on the brain itself ; (2) intracranial 
complications, particularly haemorrhage, and to a less 
extent oedema and infection ; (3) extracranial factors 
such as chest complications, fat embolism, and meta- 
bolic disorders ; and (4) injuries elsewhere in the body 
and other incidents, as, for example, cardiovascular 
complications precipitated by the injury. 

Many of these factors are interrelated, but in this 
paper attention is directed especially to three factors 
which previous experience had indicated were important 
in the mortality rate of head injuries and for which 
treatment may be effective—namely, intracranial haema- 
toma, chest complications, and metabolic disorders. 


Case Material 


Between November, 1948, and February, 1952 
(three and a quarter years), 1,000 patients were 
admitted to the accident service of the Radcliffe Infir- 
mary, Oxford, with closed (non-missile) head injuries. 
As this hospital is the only one in Oxford to receive such 
cases and all accident cases are admitted to this service, 
the opportunity was taken to study an entirely unselected 
group of head injuries admitted direct from the scene 
of the accident. These numbered 821. The remaining 
179 cases were transferred from other hospitals in the 
region for further treatment of a major head injury or 
a suspected complication. 


Intracranial Haematoma 


Although extradural, subdural, and intracerebral haema- 
tomas develop in no more than a small proportion of head 
injuries (6.2% in this series*), their recognition is important, 
for they are essentially acute operative problems and also 
carry a high mortality rate. A review a few years ago 
showed that when all cases, including those disclosed only 
at necropsy, are considered the average mortality from 
extradural haematoma was 50% and from acute subdural 
haematoma over 60% (Lewin, 1949). 

The diagnostic problem was emphasized by James and 
Turner (1951), who found that in their district more patients 
died of untreated intracranial haematomas than were coming 
under their care. Recognition of them is not always easy, 
but, as a general guide in management, once the conscious 
level of a patient has begun to improve following the 
injury, then one should anticipate a steady recovery, even 
though this recovery may be arrested at any stage for hours, 
days, or weeks. Any deterioration in the patient’s condition, 
whether it be in the level of his consciousness or in the 
development of fresh neurological signs, or both, should 
raise the question of an intracranial clot and lead to explor- 
ation if there is any doubt of the diagnosis. A fuil appre- 





.*62 patients with haematomas in the total series. Among the 
ssions there were 32, an incidence of 3.7%. 





ciation of the patient’s conscious level and neurological state 
at the outset of treatment is the foundation for further 
management. 

In practice the indications for exploratory burr-holes are 
usually clear-cut, and this useful procedure need not be 
applied indiscriminately. Thus in this series 97 patients 
were explored ; in 56 an intracranial clot was disclosed, and 
in 8 a subdural hygroma—a proportion of positive to nega- 
tive exploration of 2:1. In a further 9 patients explora- 
tion disclosed raised intracranial pressure from the effects 
of cerebral contusion and oedema, and led to a decom- 
pression being performed. Within this same period there 
were four patients in whom a clot was disclosed at necropsy. 
These four patients remained in deep coma from the time 
of injury until death ; in two there was a subdural haema- 
toma with cerebral contusion, the patients dying one hour 
and three hours after injury ; in one there was an extra- 
dural haematoma on the one side and a subdural haematoma 
on the other, with cerebral contusion and a fractured base, 
the patient dying six hours after injury ; and in the fourth 
patient, who died 56 hours after injury with clinical evidence 
of a brain-stem lesion, there was, in addition to bruising 
of the pons and mid-brain, a frontal intracerebral clot. It 
is not the purpose here to discuss whether surgical treatment 
in these patients could have affected the issue, but to record 
that they had intracranial clots and to emphasize that it is 
in this group of patients who remain in coma from the out- 
set that so many of the diagnostic difficulties lie. 


Extradural Haematoma 


In only half the cases of extradural haematoma is the 
march of events in any way classical and uncomplicated 
by other factors. In the others there is, in addition to the 
extradural clot, severe cerebral contusion or clots in other 
situations. These patients are usually unconscious from the 
outset, and this accounts for many of the diagnostic prob- 
lems. Thus there were 29 patients with extradural clots in 
this series, of whom 23 recovered and 6 died—a mortality 
of 20%. Of these 29 cases 12 were complicated by other 
factors ; 5 of these were fatal (one undiagnosed, see above), 
and at necropsy all showed severe cerebral contusion with 
a fractured base. These patients are very worrying and 


may tax all the resources of a neurosurgical unit. Thus | 


three of the seven recovered patients in this group required 


TaBLe I.—Jntracranial Haematoma in 1,000 Cases of Closed 
Head Injury (69 Haematomas in 62 Patients, of whom 43 
Recovered and 19 Died. Gross Mortality, 30.6%) 











Single | * With With With 
Haema-| Sub- Intra- Extra- All Cases 
Type toma dural | cerebral} dural 
R}|D/|R/|DIR | D|R|D/|R|D | Total 
Extradural .. {21/2 | 2/3*|/0!'1/}—}|—]23] 6 
Acute subdural 
< 14 days after 
jury) -- | 13 | 9t | — | — 4] 0 1 2 3 115] 13 
Chronic subdural . 
ad aaa 
jury) “ 3/0 —|—;0;0 0; 0 3 0 3 
Intracerebral ..| 4/3%/0/]/1/—/—]0O0]1] 4] S] 9 






































R = Recovered; D = Died. 
* Includes 1 case disclosed at necropsy. 
t Includes 2 cases disclosed at necropsy. 


two or three operations before they finally improved. How- 
ever, the remaining 17 cases of extradural haematoma were 
uncomplicated and only one was fatal : the patient stopped 
breathing as he came into the admission room, and did not 
recover, although the extradural clot was evacuated imme- 
diately under artificial respiration. It should be remarked 
that 10 of these 17 patients were operated on at a time 
when their pupils were equal and reacting. A dilated pupil 
in these circumstances is not so much a sign of extradural 
haematoma as an indication of impending death. 

Delay in operating also results in an increase in the 
mortality : extradural haematoma is one of the few surgical 
emergencies in which success or failure is so dependent on 
the time factor. For example, if.there has been a short 
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jucid interval of up to four hours, and then a rapid onset 
of coma with a dilated pupil, exploration should be made 
at once. The melancholy fact is that the patients in this 
group, untreated, are usually dead within six hours of the 
onset of coma and are probably beyond recovery for some 
time before this. 

Another point concerns the nature of the exploration. It 
is not sufficiently realized that nearly one-third of these clots 
(in this series 31%) occur in sites other than temporal— 
frontal, parieto-occipital, or cerebellar—and the teaching 
that a temporal burr-hole is necessarily the correct explora- 
tory site leads to these clots being missed. The site of 
scalp bruising and laceration, and the position of a fracture 
line, are reliable guides to the site of the haematoma, and 
burr-hole exploration should be made accordingly. 

Thus, although there will always be an appreciable 
mortality in extradural haematoma for the reason that 
nearly half the cases are complicated by other brain 
lesions, with timely surgery the mortality from an uncom- 
plicated extradural clot should be low. 


Acute Subdural Haematoma 


By contrast, acute subdural haematoma, by which is 
meant a haematoma coming to operation or necropsy 
within 14 days of injury and large enough to be causing 
cerebral compression, usually accompanies cerebral con- 
tusion and laceration, and is therefore associated with a 
correspondingly high mortality rate. Of 28 patients in this 
series with acute subdural haematoma, 15 recovered and 13 
died—a mortality rate of 46%. Doubt has been expressed 
whether surgery has anything to offer during the first 24 
hours after injury in these cases, in which deterioration in 
the patient’s condition is so often due more to the cerebral 
lesion than to the pressure of the clot; but it is difficult 
to see how in some cases such a differentiation may be 
made clinically. It is safer to explore when there is evidence 
of compression and also of deterioration in the patient’s 
condition. The mortality at this time is certainly high : 
of 12 patients operated on within the first 24 hours, three 
recovered and nine died. However, three patients did 
recover, and in retrospect this number might well have been 
increased by at least two if an early tracheotomy had been 
recommended in one patient and a further decompression 
performed in the other—points which illustrate the inter- 
dependence of the various factors present in the acute head 
injury. 

Decompressive Operations. — Burr-hole drainage of the 
clot may be enough if the haematoma is fluid and is very 
large, but in our experience there have been several cases 
in which this proved inadequate and the underlying cerebral 
contusion and oedema has required a decompression. Thus 
in the 20 patients of this series with acute subdural haema- 
toma in whom at operation no clot other than the subdural 
was found, a bony decompression was performed in 11, 
in addition to drainage of the surface haematoma. Six of 
the 11 patients so treated recovered, and it was estimated 
that in at least 8 of the 11 patients the underlying brain 
damage was as much a factor in their clinical picture as 
the surface clot. There are also some cases of cerebral con- 
tusion without gross haematoma in which the bruising and 
oedema lead to raised intracranial pressure and steady 
deterioration in the patient’s condition. A timely decom- 
pression in these cases may prove helpful; of nine such 
patients in this series in whom a decompression was pro- 
vided by a bone flap or a subtemporal craniectomy, five 
recovered. : 

The high mortality of this severely injured group of 
patients may have resulted in a too conservative swing in 
their management, and the fact that some of these patients 
may be saved by early surgery requires reconsideration. 


Acute Traumatic Intracerebral Haematoma 
Comparatively little attention has been given to the 
Possibilities of surgery in this condition, but with the help 
of angiography in suspected cases in the future it should 


be possible to diagnose these haematomas more often 
and to attempt treatment. Small intracortical clots and 
lacerations filled with clot are common enough, but these 
intracerebral clots are truly subcortical and usually 
measure 5 cm. or more in diameter. They may occur at 
all ages and in brains with apparently healthy vascular 
trees. There were nine such cases in this series. Decom- 
pression alone would seem inadequate for their treatment 
as judged by the fatal issue in the three patients in whom 
this was done ; on the other hand, four of the five patients 
in whom the clot was evacuated through a cortical incision 
recovered. 


Chest Complications 


Intracranial haematomas are uncommon, but, unfortun- 
ately, chest complications are all too common, and almost 
the rule in any case of prolonged coma. They are undoub- 
tedly the cause of many deaths after head injury, and this 
is not surprising when we remember the ways in which the 
chest may be involved soon after injury. Thus there may 
be an associated chest injury with haemothorax and pneumo- 
thorax. A serious head and chest injury is a very lethal 
combination ; there were 15 such cases in this series, with 
six recoveries and nine deaths. 

The second way, and by far the commonest, is by the 
inhalation of vomitus or of blood from a fractured base 
during the early hours after the injury, when the patient 
is still comatose. Such a calamity is promoted by the 
almost: invariable rule of transporting these patients on 
their backs, and by nursing a comatose patient with his head 
elevated in order to lower his intracranial pressure. This 
it may do, but the small benefit derived is nothing com- 
pared with the fatal risks of such a position. Massive 
inhalation may result in pulmonary collapse and immediate 
death, but a treacherous condition may also arise in those 
patients who do not die immediately. The main air passages 
may have been cleared by suction or by coughing, but blood 
and vomitus remain in the small bronchioles. The resulting 
areas of peripheral pulmonary collapse and oedema leave 
the patient with a diminished pulmonary reserve, and then 
a further minor incident may be terminal. 

A third complication is pulmonary fat embolism, seen 
usually in patients with multiple injuries and coming on 
some hours after the injury. There have been at least eight 
such cases in this series, and there were probably others 
which were not detected. 

Fourthly, there is the hyperacute pulmonary oedema 
secondary to brain-stem compression, a condition well 
known to neurosurgeons and which has recently been pro- 
duced experimentally by Cameron (1948). Its sudden onset, 
with the production of quantities of thin blood-stained fluid, 
may be as dramatic as is its relief if the intracranial pressure 
can be reduced as by evacuation of a clot. 

The lungs, therefore, are particularly susceptible follow- 
ing head injury, and, in those patients who survive these 
early complications, secondary bronchopneumonia or even 
lung abscess may develop later, or may follow as a result 
of prolonged coma. 

Effect on the Brain—The effect of the head injury and the 
accompanying unconsciousness on the lungs is not, however, 
the only problem. Anoxia and chest infection have a pro- 
found adverse effect on the brain, perhaps especially after 
recent injury. The brain cannot tolerate even a few minutes’ 
anoxia (Howkins et al., 1946); yet this is a not infrequent 
risk following head injury, with the upper respiratory tract 

filled with secretions and the patient cyanosed and breathing 
rapidly and irregularly. Moreover, it has been recognized 
for a long time that infection elsewhere in the body ad- 
versely affects a neurological lesion : witness the loss of 
tone in a paraplegic patient who develops a urinary infec- 
tion, or the access of neurological signs in the child with a 
cerebellar tumour who develops an incidental infection. In 
patients with head injuries the same obtains. Onset of chest 
infection halts recovery and may also result in a deterior- 
ation of the patient’s mental condition. 
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Treatment of Chest Complications 


To mitigate the effects of these chest complications the 
basic treatment for the unconscious patient in this series has 
been nursing, prophylactic penicillin, and oxygen. The first 
essential was to obtain an unobstructed airway 24 hours a 
day. The patients were nursed flat from the outset, lying on 
their side, and, if that was not completely satisfactory, in 
the semi-prone or “tonsil” position. They were turned 
from side to side two-hourly. Suction was available at the 
bedside of all patients in coma so that the nurse could 
easily clear away secretions in the nose and mouth with 
a soft rubber catheter. Physiotherapy twice daily to favour 
full expansion of the lung bases was also given, and if 
there was difficulty in clearing the upper respiratory tract 
efficiently there was no hesitation in giving these patients 
the benefit of full postural drainage with the foot of the 
bed elevated for short periods. These methods were supple- 
mented where necessary by the use of simple airways, and 
oxygen was given intermittently or, in the severest cases, 
continuously. 

In these ways it was possible to prevent and treat many 
of these chest complications. Although it is difficult to 
present reliable figures, the use of antibiotics has undoub- 
tedly helped to prevent and to lessen the effects of chest 
infection. 


Tracheobronchial Toilet 


In some cases in which the obstruction extended down 
into the trachea and bronchi it was not possible to clear 
them by the measures described above. In this event the 
anaesthetist has sucked out the main air passages either by 
a catheter passed down the trachea directly or through an 
endotracheal tube which was afterwards.removed. These 
methods proved valuable in the early hours after the 
accident and were also successfully employed in eight 
patients at a later phase of their illness. In a further three 
patients, bronchoscopy was successful in relieving a lobar 
collapse. 

Where it became necessary to intubate a deeply comatose 
patient soon after admission and the airway was found to 
be unsatisfactory without the endotracheal tube, it was 
sometimes left in for some hours. Endotracheal intubation 
in these circumstances is useful, but experience has shown 
that it is unwise to continue this method for many hours, 
particularly if it looks as if the patient may survive the im- 
mediate effects of the brain injury and is likely to remain 
in coma for some days. The tube becomes encrusted with 
secretions and is less effective ; and frequent endotracheal 
intubation leads to oedema of the pharynx and larynx with 
ulceration, so that ultimately the respiratory embarrassment 
is aggravated rather than relieved. 


_ Tracheotomy 

It was in such circumstances that tracheotomy was first 
employed in March, 1949. In this series 13 tracheotomies 
were performed. In none have we regretted doing it, and 
in some we wished it had been done earlier. There have 
been no complications following this operation, even though 
many of them were performed when the patients were 
desperately ill. In some instances the operation took place 
in the patient’s room so as to disturb him as little as 
possible. The figures in regard to ultimate recovery are 
not impressive, since this resulted in only 3 of the 13 
patients ; but this emphasizes that operation was considered 
only in the severest cases, and the benefit of special nursing 
which was available to all these patients rendered the num- 
ber of cases in which the question of a tracheotomy arose 
relatively few. It is perhaps more important to observe that 
in all cases any chest infection present cleared up once the 
tracheotomy was performed, and the improvement in the 
patient’s condition was usually immediately apparent; it 
became easy to clear the trachea adequately, there: was no 
further trouble with the airway, and the patient could now 
be nursed with the head elevated if desired. It was striking 
to observe a bilateral bronchopneumonia resolving rapidly 


after tracheotomy. Another feature noticed was the long 
survival of some patients with severe brain injuries who had 
a tracheotomy. Thus it was possible to nurse four patients 
in coma for periods of eight to twelve weeks and two others. 
for periods of a year without chest complications. 

To date, of 18 patients who have had tracheotomy per- 
formed, nine improved to such a degree that the tube could 
be removed ; of these, four recovered satisfactorily and two 
are still improving. In patients from whom the tube was. 
removed the stoma closed quickly without complications. 

The experience of these first cases suggests that tracheo- 
tomy is a valuable adjunct in the treatment of selected cases, 
although one would deprecate its use save in the severest 
head injuries, for simpler measures and good nursing will 
usually suffice. An early tracheotomy should be seriously 
considered in patients who have survived the early hours. 
but are likely to remain in coma for some days, and in 
whom respiratory incidents are beginning to appear. It is 
useless to wait until the patient is in extremis and has 
already suffered the effects of anoxia. Some of our early 


cases were operated on too late. Of the last four patients 


who underwent tracheotomy only one died, and necropsy 
of that patient showed a normal respiratory tract. Similar 
experiences of tracheotomy have been reported from 
America by Echols ef al. (1950), who advise it in cases in 
which coma is likely to persist more than 24 hours, and in 
which other methods of maintaining an adequate airway 
are inefficient. 


Results 


Table II summarizes the chest complications present in 
this series. The total incidence was 6.7%, which includes 
every case at necropsy in which anything more than mild 


TasLe II.—Chest Complications in 1,000 Cases of Closed Head 














Injury 
Died 
Chest 
Complication Recovered} nain Cause | Contri- Total 
of Death butory 
Injury ia a 6 4 5 15 
Bronchopneumonia 10 5 11 26 
Pulmonary collapse 4 3 5 12 
Pulmonary oedema 1 —_ a 5 
Lung abscess a — 1 — 1 
Fatembolism .. 2 1 5 8 
Total oe 23 14 30 67 

















basal oedema was found. Thus 30 cases were listed as 
“contributory” in view of the necropsy findings, ever 
though clinically there was no evidence that the lung changes 
played an important part in causing death. However, the 
fact that nearly half of all the fatal cases showed significant 
lung changes illustrates the importance of this extracranial 
factor. 


Metabolic Disorders 


It has been known for a long time that disturbances of 
fluid and electrolytic balance may arise in comatose patients, 
but their nature and the extent to which they are present in 
patients with head injuries who survive the early hours after 
injury have been little studied. The dangers of dehydration, 
whether from inability to administer fluids adequately to 
the unconscious patient, or as a result of over-zealous appli- 
cation of dehydration as a method of treatment in head 
injuries, have been recognized (Munro, 1938). Cumings 
(1942) reported some cases of uraemia following head 
injury ; and earlier in this series (Higgins et al., 1951) it 
was observed that some patients developed a striking dis- 
turbance of chloride balance characterized by retention of 
this ion in the blood without a corresponding excretion m 
the urine. . 

It was decided, therefore, to study biochemically a con- 
secutive series of patients who after the first 24 hours fol- 
lowing injury remained sufficiently unconscious to require 
tube feeding, and to, follow their progress until recovery of 
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consciousness or death. It may be mentioned here that our 
general routine of treatment was to pass a small rubber 
oesophageal tube or polythene tube through the nose 12 to 
24 hours after injury, and to administer fluids, three to four 
pints (1.7 to 2.3 litres) during the first day, and there>fter 
increasing the amount as required. All our patients were 
fed by mouth, and it was not found necessary to resort to 
intravenous drips for feeding purposes. The details of the 
treatment and the full biochemical findings are described 
elsewhere (Higgins ef al., in press). 

Table III summarizes the results. The high incidence of 
transient disorders such as glycosuria and changes in the 
plasma proteins, which in general corrected themselves with- 
out specific treatment, were of interest, since they provided 


TaBLeE III.—Metabolic Disorders in 76 Unconscious Patients 


No. of 
Patients 
Normal! os os na rr ad in ‘a 8 
Transient disorders os ba as 50 
Proteinuria | 32 of 44 patients examined 
Raised blood urea 22 of 50 “i a 
Low plasma protein 22 of 30 re ms 
Glycosuria co Oa «s “ . 
Major disorders ica ea bas ai 18 
Hyperchloraemia and hypochloruria es es - 9 
Hypochloraemia and aan ae 5 
Water deprivation 2 
Respiratory alkalosis 2 
Renal uraemia 3 
76 


further evidence of the general systemic disturbance which 
may follow head injury, although they were of little im- 
portance therapeutically. On the other hand, the 21 major 
metabolic disorders which developed in 18 patients deserve 
further comment, for, from earlier experience with these dis- 
orders and with the results of similar disturbances in cases 
unassociated with head injury, it would appear that they are 
not usually correctable spontaneously and are associated 
with a high mortality. It is believed, therefore, that the 
successful therapeutic correction of these disorders in 12 of 
the 18 patients, with recovery of seven patients, played a part 
in lowering the overall mortality, although it will be appre- 
ciated how difficult it is in such a complex setting to 
ascribe recovery or death to any one single factor. Water 
deprivation was uncommon in this series owing to the policy 
of giving fluids early, and in those cases in which thera- 
peutic dehydration was employed the effect of this treatment 
on the patient was carefully watched. 


It is not proposed to discuss here the causes of these 
metabolic disorders. Some certainly follow coma from 
whatever cause, but clearly the possibility of a central factor 
in some cases of head injury has to be borne in mind. 
Further work requires to be done on these metabolic 
changes, but the evidence suggests that the patient’s fluid 
and electrolytic requirements are important aspects of his 
treatment and that the time has come when their assessment, 
at least in severe head injuries, should be made in conjunc- 
tion with our biochemical colleagues. 


Multiple Injuries 


In addition to his head injury a patient may sustain other 
injuries which may influence considerably not only the 
prognosis of the case but also its management. Thus among 
821 direct admissions there were, excluding those patients 
with simple contusions and lacerations, 269 cases with 
injuries in addition to the head injury—an incidence of 
32.7%. Of these 269 patients 27 died, and, as indicated 
in Table VI, it was concluded that in seven cases at least 
death was due mainly to these other injuries. In 107 
patients there were two or more injuries in addition to the 
head injury. Table IV indicates the principal injuries sus- 
tained. Fractures of the face and limbs were the commonest 
injuries. It was clear that the ready availability of specialist 
services within the framework of an accident service for the 
many problems that arose in their management proved an 
important factor in the successful outcome of many cases. 


TaBLeE IV.—Other Injuries Sustained by 269 Patients with Head 
Injuries (All Direct Admissions. Incidence 32.7%) 


Injury No. 
Fractures - 332 
Face (malar only, 50; nasal bones only, 20; maxillae, as 
Cee & limb (clavicle, 40; shoulder 14; humerus, 6; 
Orearm and wrist, 35; hand, 13 108 
Lower limb a 15; femur, 17; knee, 6; leg, 32; 
foot, 5) be 4 75 
— (body, 15; “Processes, 10) re ye ie 25 
Thorax (ribs onl: y) Ss oF - 17 
ye ad with rib fracture) . f Ne ee 13 
Spinal esst and peripheral nerves, without fracture : 
Major facial lacerations and soft-tissue injuries .. hs - 15 
383 


One difficulty in the management of the unconscious 
patient who has multiple injuries is the recognition that 
other injuries are present, fractures of the spine and pelvis 
and injuries to the chest and abdomen being easily missed 
unless systematically looked for ; another is to decide which 
injury should take precedence of treatment and to accept 
in some cases a compromise between what is ideal for the 
particular injury and what is practicable in the cir- 
cumstances. One should not accept unnecessary delay in 
the treatment of other injuries merely on the grounds that 
the patient has had a head injury, for this may delay 
recovery from shock and increase the risks of infection ; 
but it is also important, particularly in the early hours 
after injury, to avoid, if possible, procedures which may 
interfere with the essential management of the unconscious 
patient or mask the developing signs of an intracranial 
complication. 


Results 


Table V summarizes the results in this series. The overall 
mortality was 9%, weighted by the higher mortality of those 
selected cases transferred from other hospitals with severe 
head injuries and complications. Of the 821 patients ad- 
mitted directly from the accident 62 died, a mortality of 
1.5%. 


TaBLE V.—Mortality in 1,000 Consecutive Cases of Closed Head 











Injury 
Cases Deaths % 
Direct admissions se 821 62 75 
Transferred cases Ss oe 179 28 15-6 
Total .. 1,000 90 9-0 














Cause of Death—The cause of death in the 62 fatal 
cases among the unselected group has been assessed on the 
clinical evidence and necropsy findings (Table VI). A 


TaBLE VI.—Cause of Death in 62 Direct Admissions 
Cause No. of 


Cases 

Head } Contes contusion, 38; intracranial haematoma, 7; cerebral 
morrhage from vascular disease precipitated by minor head a 
5 
7 
2 


— 3 - a“ 
Chest compliostions( (pulmonary collapse (inhaled vomitus), 2; broncho- 
mon ea 
Other injuries (chest, 4; ruptured liver, 1; multiple fractures, 2) 
Other causes (coronary thrombosis, 1; hypertensive cardiac failure, 1) 





62 


necropsy was performed in all but three cases. Although 
there were seven deaths due mainly to other injuries, two 
others from heart disease, and three in which the clinical 
and necropsy evidence left little doubt that intracranial 
haemorrhage from cerebrovascular disease had been pre- 
cipitated by a trivial head injury, these have nevertheless 
been included in the total number of deaths, for a more 
complete account.is then given of the many problems 
involved in accident work. Where there has been any doubt 
about the main cause of death the rule has been to ascribe 
it to the head injury. The three patients who died mainly 
from bronchopneumonia were all over 70 years of age. Of 
the 45 patients who died directly as a result of the head . 
injury, five died within one hour of the accident. 











1244 June 6, 1953 


CLOSED HEAD INJURIES 





BritisH 
MEDICAL JOURNAL 





Mortality of Head Injury.—To set alongside these figures 
one should mention those patients with minor head injuries 
who were treated in the casualty department and then sent 
home, and also those who died before reaching hospital. 
Within the period under review at least as many cases were 
treated in the casualty department for minor head injuries 
and sent home as were admitted. With the kind help of 
the local authorities it has also been found that during this 
same period 12 patients died of head injury on the roads 
before they reached hospital. One estimates, therefore, that 
the mortality of cases of head injury severe enough to be 
admitted to hospital was certainly well below 10%. 

It may be encouraging to note that whereas the gross 
mortality of the first 500 cases in this series was 11.4%, in 
the last 500 cases it was 6.6%, and this lower figure has 
been maintained to date. The series would have to be 
extended much further, however, before one could conclude 
that this apparent improvement was due to anything other 
than extraneous circumstances. 


Summary and Conclusions 


Attention is drawn to the frequency and mortality of 
head injuries, and it is suggested that in addition to the 
immediate effects of the brain injury there are other 
factors, some of which are preventable or amenable to 
treatment, which play an important part in the mortality 
rate. The paper is based on 1,000 consecutive cases of 
head injury admitted to an accident service in the last 
three and a quarter years. 

Intracranial haematoma developed in 3.7% of an 
unselected series. The need for urgency in the evacua- 
tion of extradural haematoma, and the incidence of these 
clots in sites other than temporal, are stressed. The 
value of decompression in some cases of acute subdural 
haematoma and in certain other cases, and the possi- 
bilities of surgery in acute intracerebral haematoma, 
are discussed. 

Chest complications are common in head injuries and 
account for many deaths. Their causes and treatment 
are outlined. The use of tracheotomy in selected cases 
is described. 

Evidence is presented to show that metabolic disorders 
may develop in these patients. It is suggested that their 
management, and attention to the patient’s fluid and 
electrolytic requirements in the light of the biochemical 
findings, may help in lowering the mortality rate. 

Injuries to other parts occur in over 30% of cases. 
Their frequency and variety illustrate the advantages of 
treating head injuries within the framework of an 
accident service. 

The overall mortality of the 1,000 cases was 9%. 
Among the 821 unselected cases there were 62 deaths, a 
mortality of 7.5%. 

It is concluded that there are several ways by which 
the mortality rate of head injuries may be reduced. 
Although further attention to intracranial complications 
is required, it is believed that as much benefit will be 
derived from the prevention and treatment of some of 
the extracranial factors. 


It is a pleasure to thank Mr. J. C. Scott, Director of the 
Accident Service, for his help and encouragement in this work, 
and the staff for their ready co-operation at all times; Sisters B. 
Twining and B. Heaume and the nursing staff for their constant 
care and patience in nursing these patients whose injuries inevit- 
ably make such heavy demands on them; the staffs of the other 
departments in‘the hospital who have helped in the management 
of these patients, particularly the departments of dental 
surgery, plastic surgery, oto-rhino-laryngology, anaesthetics, and 
biochemistry; Dr. E. M. Buzzard and his registrars for their 
advice on the management of the chest complications; Dr. Dawn 





Bosanquet and the staff of the department of pathology, who 
were responsible for the necropsy examinations; and Miss A. 
Edmonds for secretarial help with the analysis of these cases. 

The problem of head injuries remained one of Sir Hugh 
Cairns’s prime interests throughout his career. It was my 
privilege to have had the benefit of his advice and constant 
help throughout this study, and I wish to record my debt 
to him. 
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In the treatment of pulmonary tuberculosis with strepto- 
mycin alone the emergence of strains of tubercle bacilli 
resistant to the drug is well known. That the same thing 
happens when isoniazid is used alone is now established 
(Medical Research Council, 1952a). But the possibility 
of resistant strains emerging when cases of pulmonary 
tuberculosis are treated with sodium or calcium para- 
aminosalicylate (P.A.S.) alone has received much less 
attention. This is perhaps partly because of the less 
rapid emergence of resistant organisms when an attempt 
is made to induce P.A.S. resistance in vitro (Steenken 
and Wolinsky, 1950) and partly because of the greater 
technical difficulty of the resistance tests. Nevertheless, 


the emergence of P.A.S.-resistant strains in a large pro-- 


portion of treated cases has been reported in the litera- 
ture. Some of these reports are summarized in Table I. 
The results suggest that P.A.S.-resistant strains may 
emerge at a later period of treatment than is usual when 
streptomycin or isoniazid is used alone, but that, with 
prolonged treatment, they are isolated from a notable 
proportion of patients who remain sputum-positive. It 
is logical to imply that if these patients are later treated 
with streptomycin and P.A.S. in combination P.A.S. will 
no longer prevent the emergence of streptomycin- 
resistant tubercle bacilli. This probability has often 
been emphasized but is still ignored by many clinicians, 
partly perhaps because no direct evidence has, so far as 
we know, been provided. In addition it has been sug- 
gested that resistance to P.A.S. is transient and, by impli- 
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TABLE I.—Some Previous Reports of the Em gence of P.AS.- 
resistant Tubercle Bacilli in Cases Treated with P.A.S. Alone 








Wot [Pome | Poses 
oO. .A.S.- 
Authors of resistant T.B. | Treatment 
Cases Isolated (Days) 
Delaude ef al. (1949) .. aan 5 100 157-251 
Medical Research Council (1950) 37 32 < 84 
Carstensen (1950) oe am 79 13 184-435 
Véran et al. (1950) on es 20 75 56-182 
Veterans Administration (1951). . 36 20 <62 
Espersen (1951) .. “s ae 11 73 40-354 
Tempel et al. (1951) ba pia 37 $1 <120 














cation, not of importance to later combined treatment 
(Tempel et al., 1951). It is the purpose of this paper 
to provide evidence that P.A.S.-resistant organisms may 
be isolated from a high proportion of patients treated 
with the drug alone and whose sputum remains positive, 
that the resistant organisms may persist in the sputum 
for many months after treatment has ceased, and that 
streptomycin-resistant organisms may emerge rapidly if 
ee are later treated with both streptomycin and 
P.AS. 


Material and Methods 


The first group consists of nine patients with pulmonary 
tuberculosis who were treated with streptomycin, 1 g. daily, 
and P.A.S., 20 g. daily, for at least three months. (In one 
the daily dose of P.A.S. had to be reduced to 15 g. daily 
for five days a week at the end of two months, but her 
organisms were already streptomycin-resistant.) All had 
elsewhere had treatment with P.A.S. alone for periods vary- 
ing from 6 weeks to 16 months, the exact daily dosage 
being in most cases unknown. The interval between the 
end of the course of P.A.S. alone and the beginning of 
the course of streptomycin and P.A.S. in combination varied 
from a few days to 39 months. Estimations of the drug 
sensitivity of the tubercle bacilli isolated from these patients, 
and the results of serial cultures and sensitivity tests while 
under«treatment with streptomycin and P.A.S., were com- 
pared with similar results from a second group of five 
patients who began streptomycin and P.A.S. in the same 
doses about the same time, but who had not previously 
received P.A.S. alone. All the patients were initially in- 
cluded in the current chemotherapeutic trials organized by 
the Medical Research Council (1953). 

Cultures of the sputum were obtained on Léwenstein- 
Jensen medium before the beginning of the course of 
streptomycin and P.A.S. in combination. Further cultures 
were made at least at monthly intervals for six months. 
Streptomycin- and P.A.S.-sensitivity tests were carried out 
in liquid medium according to accepted techniques (Medical 


TaBLeE II.—Pre-treatment Temperatures and Radiographic State 

















Radiographic Classification, 
Case Previous Pre-treatment Pre-treatment 
No. P.A.S. Alone | Temperature* 
Cavitationt Confiuencet 
1 + Moderate +++ ++ 
2 + Afebrile +++ ++ 
3 + »” +++ ++ 
4 + »» +++ + 
5 + Moderate +++ + 
6 + Afebrile ++ +++ 
7 + ” +++ ++ 
8 + Moderate +++ +++ 
9 + High +++ +++ 
10 0 Afebrile ++ ++ 
11 0 Moderate +++ +++ 
12 0 Afebrile ++ ++ 
13 0 Moderate +++ +++ 
14 0 Afebrile + + 

















* Graded as follows: At least 1 reading in -treatment week over 
} } A C.)=High, over 99° F. (37.2° C.)=Moderate, none over 
-= Afe % f 
t Total diameters of cavities present 5 cm. or above= ++ +, 2 to 4.9 cm. 
=-+-+, less than 2 cm.=+. 
¢ Shadows confluent over three-quarters or more of one zone= +++, 
pe  lia tae atattca taitts less than one-quarter of 
zone= . 


Research Council, 1948, 1950). Tubercle bacilli were re- 
garded as drug-resistant if they were inhibited only by at 
least eight times the concentration which prevented growth 
of the sensitive contro] Organism H37Rv ; that is to say, if 
their “ resistance ratio” was eight or above. 

Comparability of the Two Groups.—The patients in the 
two groups were investigated with respect to factors in the 
pre-treatment state known to affect the emergence of resis- 
tant organisms, For this purpose we recorded the pre- 
treatment temperature and the extent of cavitation and con- 
fluence of shadows in the radiograph. The radiographic 
assessments were made by an independent panel unaware 
of the group to which the patient belonged, and the films 
were placed in previously defined categories. The results 
are recorded in Table II. It will be seen that the groups 
are roughly comparable, though in the first group gross 
cavitation was commoner. ; 


Results (see Table III) 


P.A.S. Resistance 

It will be seen that in eight out of the nine patients 
who had previously been treated with P.A.S. alone tubercle 
bacilli isolated before beginning the combined streptomycin-— 
P.A.S. course were P.A.S.-resistant, the resistance ratio vary- 
ing from 16 to greater than 256 in different cases. In some 
cases there was a further substantial rise in the resistance 
ratio while on combined treatment. In the one patient, 
Case 9, whose bacilli were P.A.S.-sensitive before treatment, 
no P.A\S.-resistant organisms were subsequently isolated. 

In three out of five of the patients who had not received 
previous P.A.S., bacilli isolated before the start of combined 
treatment were P.A.S.-sensitive. In the other two cases, for 
technical reasons, no pre-treatment culture was available 
for testing, but subsequent cultures were P.A.S.-sensitive. 
In none of these patients were P.A.S.-resistant bacilli isolated 
up to the end of the six months’ observation period, though 
in three the sputum became negative. 

It is clear, therefore, that P.A.S.-resistant tubercle bacilli 
emerged in a high proportion of those patients who had 
been treated with P.A.S. alone, and that the organisms might 
remain resistant for up to three years and more after stop- 
ping the drug. 

Streptomycin Resistance 

In 13 out of the 14 patients the tubercle bacilli were 
streptomycin-sensitive before the start of the combined 
course; in the thirteenth case (No. 10) the pre-treatment 
culture was contaminated but the bacilli were shown to be 
sensitive a month later. 

Of those who had received previous P.A.S. alone, the one 
patient (Case 9) whose organisms wére P.A.S.-sensitive before 
starting combined streptomycin and P.A.S. continued to ex- 
crete bacilli sensitive to both drugs up to the last available 
test, six months after starting the combined treatment. In 
all the eight other patients streptomycin-resistant organisms 
were isolated, in the -first six cases within three months of 
starting treatment. In Case 7 the resistance ratio was 4, 
the upper limit of normal, after two and three months’ treat- 
ment ; at four months a culture slightly but definitely resis- 
tant (resistance ratio 8) was obtained for the first time, the 
ratio reaching 32 a few days later. In the remaining patient 
(Case 8) a resistance ratio of 4 was found at three months, 
the culture was contaminated at four months, and the first 
definitely resistant strain was isolated at five months. This 
last patient was the only one of the group whose bacilli 
attained only a low degree of streptomycin-resistance (resis- 
tance ratio 8); in the other seven the organisms became 
moderately or highly resistant. 

Of the five patients who had not had previous P.A.S. 
alone, the sputum became negative in three (Cases 10, 12, 
and 14). In each case the last positive culture, on the 90th, 
44th, and 31st days of treatment, remained streptomycin- 
sensitive throughout the six months’ observation. In only 
one patient (Case 11) were slightly resistant organisms, with 
a resistance ratio of 8, isolated after five months’ treatment. 
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TaBLe III.—Results 






































CaseNo:: | 1 2 3 4 5 6 8 9 10 il 12 13 14 
Duration (months) 7 6 ll 6 it 16 4 3 9 0 0 0 0 0 
Previous 
Palone | Interval before SP 
course (months) 3 10 + 14 39 8 16 0 0 _ — << im te 
- S 1 g. daily (months) 3 4 3 3 3 3 4 3 34 3 34 3 3¢ 34 
course S 1 g. thrice weekly 
(months) - + 2 3 0 3 3 0 3 23 3 2+ 3 24 1 
Preceding SP course | >256 64 16 16 >256 64 >256 >32 4 4* + 2 1 It 
P-resistance} Highest reached .. | >256 64 >S12 >256 >256 64 >1,028 >256 4 ¢ 1 2 1 1 
Time after starting a P ; na ea ' 
SP (months) Initial Initial 6 6 Initial Initial 5 6 Initial 3 Initial Initial Initial Initial 
Height of 1st resist- 
pt te - 32 8 256 128 32 >32 8 None None 8 None None None 
Time after starting . 
S-resistance| SP (months) ..| 2 2 3 2 2 2 4 5s — _ 5 - _ — 
Highest reached .. | 256 128 512 256 32 >256 32 8 1 1 8 1 a i 
Time after starting i ’ 
SP (months) .. 5 3 6 6 2 3 4t 5 Initial 3 5 1 6 Initial 
Remarks Sputum- Sputum- Sputum- 
negative negative negative 
after er er 
90 days 44 days 31 days 











P=P.A.S. S=Streptomycin. Times are £2 in months. Resistance figures are resistance ratios (see text). 
or 


No pre-treatment sensitivity test; figure first subsequent culture. 
¢ Pre-treatment sensiti on solid medium only. 
+ Two days after first resistant culture. 

Streptomycin-resistant tubercle bacilli, therefore, emerged 
in all of eight patients who had been previously treated with 
P.A.S. alone and whose organisms were P.A.S.-resistant 
before starting combined treatment with streptomycin and 
P.A.S. Of the six patients whose organisms were P.A.S.- 
sensitive before starting combined treatment, including one 
who had had previous P.A.S. alone, bacilli slightly resis- 
tant to streptomycin were isolated from only one, although 
in three the sputum became negative during the period of 
observation. 


Discussion 


The control group of patients who had not previously 
received P.A.S. alone was, of course, small. It was made 
smaller in the later stages of the investigation by a number 
of patients becoming sputum-negative. But a good deal of 
information is elsewhere available about the proportion of 
cases from which streptomycin-resistant organisms are likely 
to be isolated if streptomycin and P.A.S. are given in the 
same doses as in our patients. In the earlier Medical 
Research Council series the proportion did not exceed 10% 
(Medical Research Council, 1952b). In our group treated 
with previous P.A.S. alone the organisms were P.A.S.- 
resistant before combined treatment in eight out of nine, 
and in all of these streptomycin-resistant bacilli were isolated 
when they were later treated with streptomycin and P.A.S. 
in combination. 

The implications of these findings are obvious. P.AS., 
like streptomycin and isoniazid, should never be given alone 
to tuberculous patients. There is evidence that the use of 
streptomycin prevents or diminishes the emergence of P.A.S.- 
resistant organisms, just as P.A.S. prevents or diminishes 
the emergence of streptomycin-resistant organisms (Medical 
Research Council, 1950; Veterans Administration, 1951). If 
a patient is known to have had a long course, perhaps more 
than a month, of P.A.S. alone, it should be assumed, until 
the results of sensitivity tests become available, that his 
bacilli are P.A.S.-resistant. If chemotherapy is nécessary 
he should be treated with streptomycin and isoniazid in 
combination. Finally, it is clear that tests for P.A.S. sensi- 
tivity are as important to the patient as those for sensitivity 
to streptomycin or isoniazid. 


Summary 
Tubercle bacilli from eight out of nine patients who 
had previously received sodium para-aminosalicylate 
(P.A.S.) alone for pulmonary tuberculosis were found 
to be resistant to the drug. The original course of treat- 


ment lasted from 6 weeks to 16 months in different cases 
and the interval between the finish of the course and the 
resistance tests varied from a few days to 39 months. 


When treated with daily streptomycin and P.AS., 
streptomycin-resistant tubercle bacilli emerged in all the 
eight patients whose bacilli were P.A.S.-resistant before 
the start of the combined treatment. The streptomycin- 
resistant bacilli were obtained in six out of the eight 
cases within three months on combined treatment, in the 
seventh after four months, and in the eighth after five 
months. 

By contrast a slightly streptomycin-resistant organism 
was isolated, after five months’ treatment, from only one 
out of six similar cases whose organisms were P.A.S.- 
sensitive at the start of the combined course. Five of 
the cases had had no previous treatment with P.A.S. 
alone. 

It is concluded that P.A.S.-resistant tubercle bacilli are 
likely to emerge if patients with pulmonary tuberculosis 
are treated with P.A.S. alone; that the resistant orga- 
nisms may persist for long periods; and that, if the 
patients are later treated with P.A.S. and streptomycin, 
P.A.S. will then no longer prevent or diminish the 
emergence of streptomycin-resistant bacilli. 


This work was generously supported by the Royal Victoria 
Hospital Tuberculosis Trust. We should also like to thank Drs. 
N. W. Horne, I. W. B. Grant, and J. D. Ross for allowing us 
to investigate their patients, for making the radiographic assess- 
ments, and for their keen interest in the work. Unstinting help 
was received in this and other investigations from the registrars, 
house-physicians, nursing staff, and laboratory technicians of the 
Edinburgh Royal Victoria and associated group of hospitals. 
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TREATMENT OF PRIMARY 
PULMONARY TUBERCULOSIS 
WITH P.A.S.* 


BY 


R. McLAREN TODD, M.D., M.R.C.P., D.C.H. 


Senior Lecturer in Child Health, University of Liverpool ; 
Consultant Paediatrician, Alder Hey Children’s Hospital, 
Liverpool, 12 


Lehmann (1946) was the first to use para-aminosalicylic 
acid (P.A.S.) in the treatment of patients suffering from 
tuberculosis, and during the succeeding six years many 
workers have employed this drug in a variety of tuber- 
culous conditions. P.A.S., combined with streptomycin, 
has been used successfully in miliary tuberculosis and 
tuberculous meningitis, conditions which result from 
dissemination of tubercle bacilli from a primary tuber- 
culous complex, but as yet there have been few reports 
of the treatment of primary tuberculosis with P.A.S. 
Scarzella (1949) used it in eight children suffering from 
primary tuberculosis. Debré et al. (1950) treated two 
children aged 14 months and 114 years, Lesné etal. (1951) 
28 children aged 2 to 6 years, and Haggenmiiller (1951) 
72 children aged 2 to 15 years. These workers claimed 
that P.A.S. seemed to be of value when judged by the 
return of temperature and sedimentation rate to normal, 
by gain in weight, and by improvement in the radio- 
logical appearances. It is, however, the experience of 
workers in this field that when children suffering from 
primary tuberculosis are removed from contact with 
adults who have open pulmonary tuberculosis and are 
given adequate rest and a suitable diet, progress is 
usually satisfactory. The assertion that P.A.S. is of 
value in primary tuberculosis may be justifiably ques- 
tioned because in none of the above-mentioned papers 
was a control group of children of the same age and with 
identical hospital care studied. 


The present investigation was planned to assess more 
critically the value of P.A.S. in primary tuberculosis. 
The children were seen during 1951 in Liverpool, where 
the mortality rate for tuberculosis is higher than the 
average for England and Wales, and the incidence of 
primary tuberculosis provides a large enough number of 
cases to be studied in one centre. 


Plan of Investigation 


Most of the children were admitted to Alder Hey Child- 
ren’s Hospital, Liverpool, where they were at rest in bed for 
a period of three months and received a diet adequate in 
protein, calories, and vitamins. On admission the following 
investigations were undertaken: tuberculin test, gastric 
lavage, full blood count, sedimentation rate, x-ray film of 
the chest, lumbar puncture, and weight. Subsequently the 
white-cell count and sedimentation rate were evaluated every 
two weeks, and lumbar puncture was performed at fort- 
nightly intervals during the first six weeks and monthly 
thereafter. X-ray films of the chest were taken every month, 
and the children were weighed at weekly intervals. 

Sixty-nine patients were studied, and for the purpose 
of this investigation they were divided into four age groups 
(see Table I). Alternate patients (trial group) in each age 





*A paper read in the Section of Child Health at the Joint 
Annual Meeting of the British Medical Association and Irish 
Medical Association, Dublin, 1952. 


TABLE I.—Age Grouping of 69 Patients with Primary Tuberculosis 











Age Group Trial Group Control Group 
Under 1 year on ‘6% 5 5 
1 and 2 years a ee 9 8 
3 to 99 14 15 
? ” 15 ” 7 6 
Total .. os 35 34 











group received | g. of P.A.S.* per Ib. (2.2 g. per kg.) weight 
daily in divided doses two-hourly, for 12 weeks, while the 
remaining cases were given no specific chemotherapy (con- 
trol group). 

Table II records the clinical details of the trial and control 
groups, and shows that in most respects the two groups are 
comparable, though tubercle bacilli were isolated on gastric 
lavage from rather more patients in the control group. 

In Table III the estimated duration of the tuberculous 
process is set out, and this shows that most of the patients 
had suffered from the disease for three months or less. This 


TaBLe II.—Diagnostic Features in 69 Patients with Pulmonary 








Tuberculosis 
Trial Group (35) Control! Group (34) 

Contact history 25 (70%) 24 (70%) 
Mantoux 1 in 10,000 20 14 
Mantoux | in 1,000 ‘s 13 18 
Jelly test es ee :- 2 

a ‘a 3 

Poets mL. eo 7h obi 

Left hilar gland (: ;; 1 oa 

Focus in RUL. ; 5 ‘ $ 

es ee or” 12 6?! 

Right hilar gland os 1 1 

Positive gastric lavage 13 (37%) 17 (50%) 











TABLE III.—Estimated Age of Primary Focus 








Trial Group (35) Control Group (34) 
1 month - re - 12 14 
: months ua ee ms : 25 (70%) st 27 (80%) 
3 ° ae en me : : 
5S ws 1 pe 
6 ° 1 ou» 
Unknown 5 4 











assessment was made on the time of appearance of erythema 
nodosum, phlyctenular conjunctivitis, and Mantoux conver- 
sion, and by a detailed investigation of the contact history. 


Assessment of Progress 


The progress of these cases cannot be estimated by any 
one test, and in this investigation six criteria were used— 
namely, clinical impression (based on appetite, vitality, tem- 
perature, pulse rate), serial blood counts, serial sedimenta- 
tion rates, weight gain, serial chest x-ray films, and incidence 
of complications. 

The clinical impression was that progress was equally 
satisfactory in both trial and control groups. In the majority 
of patients the temperature was normal throughout or 
it returned to normal within two weeks of admission. 
Appetite was good in most patients, and persistent 
tachycardia was not recorded. 

White-cell counts and sedimentation rates were estimated 
on admission and at fortnightly intervals thereafter. The 





*The preparation of P.A.S. used throughout this investigation 
was “ paramisan sodium,” kindly supplied by Herts Pharma- 
ceuticals Ltd. It was given in the following mixture: 


P.A.S. ais 2 se ms ro ee 
Liquid extract of liquorice or syrup of ae 

orange sa vie in .. 5 minims (0.3 ml.) 
Water és wi aN i ad 1 dr. (3.5 ml.) 
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general trend in all cases was towards normal figures, and, 
although there was a wide degree of scatter, no significant 
difference was found in the control and trial groups. The 
children were weighed on admission and at weekly inter- 
vals, and the percentage weight gain above the admis- 
sion weight in each of the four age divisions was compared 
in the control and trial groups. No significant difference 
was shown. The x-ray appearances in the trial and control 
groups were compared one, two, three, and six months 
after admission to hospital (see Chart). Decrease in the 





Alter 1 month Alter 2 months 
25, 1.35 7.35 


Cc. 32 lf a3 

















Alter 3 months Alter 6 months 


25} 7. 35 1. 
cx Cc. 20 























Radiological a rances after one, two, three, and six months. 
, Trial group; C, Control group 


Taste IV.—Complications 





Age Trial Group Control Group 

Under | 1 patient: stridor, associated | 1 patient: tuberculous meningitis 
1 year seen Ree and oe 
em 

1 pa vom after PAS | 1 patient: tonsillitis 

1 eats citing 1 patient: D. and V. 


1 to2|1 patiént: Suntus ressure ay x tuberculous meningitis 
years —- collapse R LL.» months ——» death at 7 


1 patient: renal cbacuteals ot 
1 =a ae of 








es and 
omm | 
1 patient dysentery 


3 to 6 | 1 patient: collapse of R.M.L. | 1 patient: miliary spread at 1 
years | | patient: ascitic tuberculous month ° 
== at 3 months 
patient: PAS sensitivity— 
rash, oedema 








7to15 | 1 patient: collapse R.M.L. — 
years | 1 patient: occasional vomiting 
with PAS < 











x-ray shadow is indicated by plus 1, 2, or 3 (plus 3 indicates 
complete radiological resolution); when the shadow 
remained unchanged it is recorded as 0, and the extent 
of increase in size of the shadow is indicated by minus one, 
two, or three. There appeared to be no difference in radio- 
logical progress of trial and control cases using this method 
of assessment. 

Table IV shows the complications encountered. These 
were of three main types : (1) complications of the tuber- 
culous process, both local in the lung and generalized ; 
(2) those resulting from P.A.S. ; and (3) those, such as gastro- 
enteritis, due to hospital cross-infection. 

Local lung complications were more common in the trial 
group. Spread of the disease to the meninges occurred in 





two children in the control group, and in spite of treatment 
with streptomycin and P.A.S. they died. One patient in the 
control group who developed miliary tuberculosis responded 
satisfactorily to these drugs. Renal tuberculosis and ascitic 
tuberculous peritonitis developed in two patients who had 
received P.A.S. for three months, and both subsequently 
recovered when streptomycin was given. One child in the 
trial group developed a generalized scarlatiniform rash and 
oedema of face, hands, and legs, but these toxic manifésta- 
tions quickly subsided when P.A.S. was discontinued. In 
almost all patients the drug was well tolerated, and in only 
two patients were nausea and vomiting troublesome. 


Discussion 


There is general agreement with Wallgren (1945) that the 
mortality rate from tuberculosis is higher in infants and 
young children. In his series the mortality rate was 35.9% 
in the age group 0 to 1 year, 15.6% in the group 1 to 3 years, 
4.4% in children from 3 to 7 years, and 0.8% in those aged 


7 to 16 years. 


Furthermore, the serious complications such as tuberculous 
meningitis usually arise within three months of the develop- 
ment of the primary complex. It is therefore not surprising 
that the two patients in the present investigation who died 
from tuberculous meningitis were under 3 years of age. 
In the children under the age of 3 years there was no obvious 
difference in the course of the disease in the trial and 
control groups when judged by clinical response, white-cell 
count, sedimentation rate, weight gain, and serial chest x-ray 
films. The serious complications, however, did arise in the 
control group, but even in the trial group one child 
developed renal tuberculosis and one developed tuberculous 
peritonitis. 

Debré (1951) considers that, because primary tuberculosis 
in children under 2 years of age is likely to be severe, since 
early detection of general dissemination is difficult, and 
because tuberculous meningitis has a bad prognosis, strepto- 
mycin and P.A.S. should be given to all patients with 
primary tuberculosis in this age group. There is no doubt 
that as a general principle young children with primary 
tuberculosis should be under strict observation, and that 
early detection of complications may be possible by regular 
examination of the optic fundi for choroidal tubercles, 
routine lumbar punctures at intervals of not more than two 
weeks, and frequent x-ray films of the chest. Streptomycin 
may then be reserved for the treatment of these complica- 
tions. A further controlled investigation is being carried 
out at the present time to assess the value of P.A.S. com- 
bined with streptomycin in children under the age of 3 years, 
but the number of cases so far treated is too few to assess 
the value of combined therapy. 

The dosage of P.A.S. used in this investigation (0.5 g. per 
Ib. (1.1 g. per kg.) per day) is higher than that given by Debré 
et al. (1950), Haggenmiiller (1951), and Lesné ef al. (1951); 
their patients received approximately 0.3 g. per Ib. (0.66 g. 
per kg.) per day, and it may be thought that the dosage 
used in the present cases was excessive, but the intention 
was to maintain a minimum blood level of about 8 mg. of 
P.A.S. per 100 ml. Lehmann (1946) recommended a level 
of up to 7 mg. per 100 ml., and Dempsey and Logg (1947) 
suggested 10 mg. per 100 ml. Blood P.A\S. levels were 
estimated in all our cases half an hour and two-hours after 
the ingestion of the drug, and wide variations were found 
in the same patient on different occasions, but the average 
blood level at half an hour was 12.5 mg. per 100 ml. 
and at two hours (immediately before the next dose of 
P.A.S. was given) 7.5 mg. per 100 ml. Almost all the 
35 patients tolerated this dosage, and in only one child did 
a generalized rash and oedema arise. 

Electrocardiograms were taken on a number of patients, 
but no evidence of potassium deficiency (Cayley, 1950) was 
found. No other toxic manifestation such as bone-marrow 
depression, hypothrombinaemia, liver damage, or renal 
damage were observed in this series. 
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Summary and Conclusions 


Sixty-nine children with primary tuberculosis were 
studied in Liverpool during 1951. Of these, 35 were 


‘ given P.A.S. for a period of three months, and 34 were 


given the same general treatment but without P.A.S. 
When judged by clinical progress, white-cell count, sedi- 
mentation rate, weight gain, and serial chest x-ray fiims, 
there seemed to be no benefit from P.A.S. therapy. The 
severe complications occurred in children under the age 
of 4 years who did not receive P.A.S. Treatment with 
streptomycin and P.A.S. of young children with primary 
tuberculosis is discussed. 

P.A.S. seems to be most useful in acute exudative 
tuberculosis (Marsh, 1952), and its value is limited in 
fibrous and caseous disease. In primary tuberculosis 
the most striking pathological feature is caseation in the 
regional lymphatic glands, and the primary focus in the 
lung is often small. It is therefore not surprising that 
P.A.S. has not caused a dramatic improvement in patients 
with primary tuberculosis. 


I am grateful to the paediatricians, tuberculosis officers, and 
chest physicians of the Liverpool area for their help and co- 
operation in this investigation. 
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INCIDENCE OF BLACK TONGUE IN 
ANTIBIOTIC TREATMENT 


BY 


W. TOMASZEWSKI, M.D., Ph.D. 
(From the Department of Therapeutics, University of 
Edinburgh, and the Clinical Laboratory, Royal Infirmary, 
Edinburgh) 


Black tongue (brown tongue, glossophytia, melano- 
glossia, nigrities linguae) has been described by many 
authors, but its aetiology is so far unknown. It is usually 
associated with hypertrophy of the filiform papillae. In 
cases of extreme hypertrophy there is an accumulation 
of matted hair-like processes on the surface of the 
tongue, and the condition is known as black hairy 
tongue. Heavy smoking, dyspepsia, irradiation, various 
inflammatory lesions, washing the mouth with hydrogen 
peroxide, boric acid, silver nitrate, or chromic acid, and 
the use of certain tooth pastes have been rightly or 
wrongly blamed for the production of black tongue. 
With the introduction of antibiotics into therapeutics 
black tongue is seen much more often, and is now re- 
garded as one of the side-effects of antibiotic treat- 
ment. It was first reported in connexion with treatment 
with penicillin lozenges (Bedford, 1946; Ellinger and 
Shattock, 1946b ; Ackers, 1947 ; Cross, 1949 ; Wolfson, 
1949), but it has also been reported after parenteral 
penicillin therapy (Lahiri, 1947). It was soon noticed 
that systemic treatment with other antibiotics—for 
example, aureomycin and chloramphenicol—also pro- 


duced this syndrome (Harris, 1950; Phillips, 1950; 
Wilheims, 1950 ; Tomaszewski, 1951a, 1951b). 

In this paper an account is given of clinical observa- 
tions and direct microscopical examination of the 
tongue scrapings in cases of black tongue associated with 
antibiotic therapy and in cases of idiopathic black 
tongue. Very few histological examinations of this con- 
dition have so far been reported (Heidingsfeld, 1910; 
Swinburne, 1939). An attempt was made to ascertain 
whether there was a common bacterial or fungal factor 
in these two types of the condition which might be of 
aetiological significance. The use of antibiotics in the 
treatment of a few cases of idiopathic black tongue is 
also described. 

Material and Method 


Investigations were made in various wards of the Royal 
Infirmary, Edinburgh, in cases of idiopathic black tongue ; 
patients treated systemically with aureomycin, chlorampheni- 
col, and penicillin; and in healthy volunteers who sucked 
penicillin, aureomycin, chloramphenicol, and streptomycin 
lozenges. Scrapings of the surface of the tongue from as 
far back as possible were taken with a sterile slide, and the 
material was pressed with another slide in order to obtain 
an even film. The scrapings were made at intervals of one 
to three days before, during, and after treatment. The films 
were examined unstained and after staining with Gram. For 
the unstained films phase-contrast microscopy was found to 
be particularly useful. 


Black Tongue Occurring During Systemic Treatment with 
Chloramphenicol, Aureomycin, and Penicillin 


In all, 21 cases of black tongue produced by oral admini- 
stration of chloramphenicol and aureomycin in capsule form 
were examined. They comprised about 10% of a group of 
patients treated with these antibiotics. The incidence of 
black tongue was approximately the same with either treat- 
ment. Two cases appearing after the intramuscular admini- 
stration of penicillin were also studied. The results of the 
investigations are given in Table I. 


TABLE I.—Microscopical Examination of Black Tongue which 
Developed in 23 Patients Receiving Systemic Treatment with 
































Antibiotics 
Days of De tion 
Antibiotic of Before | Absence of| Presence} Cells | cytes 
Cases} Discol- Bacterial of 
Aureomycin .. 9 5-21 & 4 6 5 1 
Chloramphenicol} 12 5-14 6 7 6 2 
Penicillin ‘a 2 | 14-18 (16) — 1 1 1 
Figures in parentheses = average. 


In most patients no subjective symptoms accompanied the 
discoloration, which was often first noticed by the doctor. 
Some patients, however, complained of a feeling of some 
foreign body or a tickling sensation on the tongue. The 
discoloration usually appeared after a few days’ treatment 
(average about one week). In one-third of the cases the 
change in colour was associated with some degree of hyper- 
trophy of the papillae, but in the remainder the papillae 
were normal or atrophied. In a few cases the number of 
leucocytes in the scrapings increased. Staining with Gram 
revealed a few peculiarly marked epithelial cells, the so- 
called “ blotchy ” cells, in about half of the cases. 

These antibiotics exerted a pronounced influence on the 
bacterial flora of the tongue. In about 40% of cases 
bacteria were absent when the discoloration appeared. In 
the others the bacteria were greatly decreased in number 
and changed in character; but the development of the 
discoloration was not associated with the presence of any 
particular type of bacterial flora. Fungi were present in 
about 60% when: the discoloration first appeared, and were 
invariably monilia. 
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Black Tongue Following the Local Use of Antibiotics 
in the Mouth 


In order to study more closely the action of antibiotics 
in the causation of black tongue, investigations were also 
made by applying them direct to the surface of the tongue. 
Lozenges were used containing penicillin (500 units), aureo- 
mycin (5-15 mg.), chloramphenicol (10 mg.), and strepto- 
mycin (50 mg.). As a routine 10 lozenges daily were 
administered for at least one week. In a number of patients 
dummy lozenges were used in order to determine whether 
any constituent of the lozenge other than the antibiotic could 
be responsible for the brown discoloration. In none of the 
persons taking dummy lozenges was black tongue produced 
after one week of administration. 

Penicillin was mostly used in lozenge form (500 units), 
but in three cases five drops of a strong aqueous penicillin 
solution (100,000 units in 1 ml.) were put on the tongue every 
half to one hour. All three developed black tongue. In 
one of these three cases discoloration appeared within 24 
hours. The details of this part of the investigation are 
shown in Table II. In most of the cases which followed the 


Taste II.—Microscopical Examination of Black Tongue which 
Developed in 18 Patients “Receiving Local Treatment with 
Antibiotics in the Mouth 
































Onset of 
Days of : 
No. | Treatment Discoloration Blotchy | Le 
Antibiotic of Before 2 —> 
Cases| Discol- Absence of| Presence} Cells cytes 
Flora Fungi 
Penicillin és 9 1-7 ty 3 1 3 5 
Aureomycin .. 6 1-4 (3) 6 2 3 4 
Chloramphenicol! 1 4 1 — 1 1 
Streptomycin . . 2 | 2-8(5) -_ 1 1 1 
Figures in parentheses = average. 


local application of these antibiotics, atrophy of the filiform 
papillae was found. This effect was most noticeable in 
patients treated with aureomycin. In some the discolora- 
tion and shortening of the papillae was only a stage in the 
development of a red smooth tongue. 

The number of leucocytes increased in about half of the 
cases. “Blotchy” epithelial cells were present in eight 
cases, but in much greater numbers than were found in 
the patients treated systemically. As a rule, the brown 
discoloration appeared after three to five days—rather 
earlier than in those treated systemically. It started on 
the back or on the side of the tongue and spread gradu- 
ally to the front or to the other side. The edges and the 
tip invariably remained clear. After cessation of. treatment 
the pigmentation disappeared spontaneously in one to three 
weeks. Its removal could be hastened by vigorous scraping 
or by painting the tongue with 10% salicylic acid or a weak 
solution of trichloracetic acid. 

The oral bacterial flora disappeared completely in all 
patients treated with aureomycin amd chloramphenicol and 
in one-third of those treated with penicillin. Where bac- 
teria persisted they were scanty and changed in character ; 
but no special type of bacteria was common to all. Yeast 
cells were found in only one-quarter of the cases when 
discoloration was first noticed. 


Investigations on Idiopathic Black Tongue 


Investigations of black tongue of antibiotic origin would 
not be complete without comparison with the idiopathic 
condition. A group of 16 patients (14 men and 2 women) 
with idiopathic black tongue were investigated by the method 
described for the antibiotic group. The majority had marked 
hypertrophy of the filiform papillae (the so-called black 
hairy tongue). In three patients brown pigmentation was 
associated with normal papillae and one case with some 
degree of atrophy. The colour of these tongues varied from 
light to dark brown. The discoloration had lasted from a 
few months to several years. 


Idiopathic black tongue was not associated with any 
particular type of bacterial flora, but a prolific growth of 
various bacteria could usually be demonstrated. Fungi 
were present in about 60% of the cases and were invariably 
monilia. An increased number of leucocytes in the scrap- 
ings was noted in four cases. Scanty “ blotchy ” epithelial 
cells were seen in two cases only. Idiopathic black tongue 
differed from that produced by antibiotics by the presence 
of a comparatively rich bacterial flora and by the hyper- 
trophic condition of the filiform papillae. The more fre- 
quent occurrence of fungi in idiopathic black tongue is 
probably due to the fact that hypertrophied papillae pro- 
vide an excellent breeding-place for all kinds of microflora. 

The results of the histological examination of the material 
scraped from the tongue will be published elsewhere. — 


Action of Antibiotics on Idiopathic Black Tongue 


It is known from previous investigations (Tomaszewski, 
195l1a, 1951b) that in the majority of persons antibiotics 
cause a rapid desquamation of the epithelial cells in the 
tongue and shortening of the papillae, which leads to 
denudation, redness, and smoothness of the organ. The 
present investigation demonstrated that the prolonged local 
application of antibiotics to the normal tongue could pro- 
duce first a black tongue and later, with the continuation 
of treatment, a complete disappearance of the black coating, 
rendering the tongue red, smooth, and tender. It was 
therefore thought that antibiotics used locally might 
diminish the hypertrophic state of the idiopathic black 
hairy tongue. Experiments were made in six typical cases : 
in five of them aureomycin lozenges (10 daily) were given 
for one to three weeks, and in one case penicillin lozenges 
(12 daily) were given for one week. 

By scraping the untreated “hairy tongue” with a slide 
some portions of the long “hairs” can be removed with 
difficulty, but it is impossible to scrape off these long fila- 
ments entirely. In all six cases after one to three weeks’ 
treatment the brown felt-like overgrowth from the surface 
of the tongue could be easily scraped off, to the surprise 
of the patients who had previously tried all kinds of treat- 
ment without success. The exposed dorsum of the tongue 
was red and somewhat tender. It was also noted that the 
intensity of the brown discoloration increased significantly 
during the first few days of treatment. 

In four cases the therapeutic effect was seemingly per- 
manent, as the hypertrophy and discoloration have not 
recurred after one year. In two cases (one treated with 
penicillin lozenges) some hypertrophy of the papillae and 
slight pigmentation returned after a few weeks. 


Discussion 


Since the first description of black tongue (Rayer, 1835) a 
“ parasitic” fungus aetiology has been postulated by a 
number of authors, the culprits being respectively identified 
as a non-sporulating yeast or torula (Alvarez, 1926), as a 
streptothrix (Weidman, 1928), as an actinomyces (Thompson 
and Montgomery, 1929), as a monilia-type yeast (Kennedy 
and Howles, 1940), as Penicillium mucor niger (cit. after 
Thoma, 1950), and as Mucor rhizopodiformis (cit. after 
Prinz and Greenbaum, 1939). However, an equally large 
number of investigators have maintained that the presence 
of spores and mycelium is accidental rather than aetio- 
logical (Heidingsfeld, 1910; Price, 1937 ; Swinburne, 1939 ; 
and others). Inoculation experiments have been unsuc- 
cessful, and spores similar to those found in black hairy 
tongue have been found on the normal tongue. 

This investigation showed that no special type of bacterial 
flora was associated with the syndrome of black tongue, 
whether occurring spontaneously or during antibiotic 
therapy. Furthermore, the discoloration could develop in 
the complete absence of bacteria and fungi, as in the cases 
which followed local application of antibiotics. 

As for fungi, these were found only in about 50% of 
cases at the onset of discoloration, and were all of monilia 
type. This type could also be seen in patients treated with 
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antibiotics who had no brown discoloration of the tongue. 
The results suggest that the so-called “ parasitic” theory 
of black tongue is untenable. They indicate also that the 
presence of bacteria or fungi is incidental and of no aetio- 
logical significance. 

It is well known that nicotinic acid deficiency produces 
the syndrome of black tongue in dogs. A nicotinic acid 
deficiency following antibiotic treatment has also been sug- 
gested as the cause of the discoloration in man (Ellinger 
and Shattock, 1946b), the deficiency being due to the 
destructive action of the antibiotics on the intestinal bac- 
terial flora which normally produce nicotinic acid. Cross 
(1949) showed, however, that nicotinic acid given simul- 
taneously with penicillin does not prevent the occurrence 
of black tongue. The rapid development of the discolora- 
tion also renders the deficiency theory improbable. 

So far nothing is known about the nature of this pigment 
and about the mechanism of its production, and it is diffi- 
cult to explain how four antibiotics which are chemically 
distinct can produce the same effect. It remains to be seen 
whether the new antibiotics (terramycin, bacitracin, etc.) 
will exert the same action on the tongue. It is noteworthy 
that black tongue has also been found in persons treated 
with sulphanilamide (Burgheim, 1939; Ellinger and 
Shattock, 1946a). 

Treatment of the idiopathic black hairy tongue is of 
interest. Strange as it may seem at first, the antibiotics 
which produce black tongue can also cure it. This pheno- 
menon has also been observed by other investigators who 
used aureomycin lozenges (Cornbleet, Cohen, and Musgrave; 
1951). Parenterally administered penicillin had no effect 
(Kleinert, 1946). Antibiotics do not remove the pigmenta- 
tion; on the contrary, in the first few days of treatment 
the brown discoloration deepens appreciably. The “ curing ” 
effect of antibiotics is produced by their facilitating the 
total removal of the “hairs.” The disappearance of the 
growth in a case of black hairy tongue treated with x rays 
(Gandy, 1952) can probably be explained by the same 
mechanism. 


Summary and Conclusions 


Clinical observations and microscopical examinations 
of the lingual scrapings were made in 57 cases of black 
tongue: in 23 patients treated systemically with anti- 
biotics ; in 18 using antibiotics (penicillin, aureomycin, 
chloramphenicol, and streptomycin) locally in the 
mouth; and in 16 suffering from idiopathic black 
tongue. 


Discoloration of the tongue occurred in about 10% 


of cases treated systemically with chloramphenicol and 
aureomycin, and generally appeared after one week’s 
treatment. ’ 

Local application of antibiotics gave rise to discolora- 
tion of the tongue in 40% of persons ; it usually appeared 
in the first three to five days of treatment, in rare in- 
stances even in twenty-four hours. 

No evidence was found that any special type of 
bacteria or fungi is of significance in the aetiology of 
black tongue, whether occurring spontaneously or in 
response to treatment with antibiotics. 

Locally applied antibiotics were used to treat six cases 
of idiopathic black hairy tongue, with good results. The 
mechanism of this therapeutic action is discussed. 


AppENpuUM.—After the paper was submitted for publi- 
cation, investigations were carried out with large amounts 
of terramycin oral drops applied locally. The terramycin 
was kindly supplied by C. Pfizer and Co., New York. Two 
out of four healthy volunteers developed black tongue 
with complete absence of bacteria and fungi. 


This work was carried out with the help of the Walter Dixon 
Memorial Scholarship from the British Medical Association. My 


thanks are due to Professor D. M. Dunlop for his interest in this 
work and his helpful criticism of the paper; and to Dr. R. F. 
Ogilvie, of the department of pathology, and Dr. J. P. Duguid, of 
the department of bacteriology, of the University of Edinburgh, 
for their valuable help. I wish to thank Messrs. Duncan, 
Flockhart and Co., Edinburgh, for the preparation of antibiotic 
lozenges, and Lederle Laboratories, New York, for the supply of 
aureomycin troches. 
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This communication is based on a review of the case 
records of all patients with tumours of the kidney seen 
at the Postgraduate Medical School, Hammersmith Hos- 
pital, in the 12-year period 1939-50. We have accepted 
the simple classification (Willis, 1948) of (1) epithelial 
tumours arising in the kidney parenchyma, (2) epithelial 
tumours arising in the kidney pelvis, and (3) embryonal 
tumours. In our opinion no useful purpose is served 
by attempting to distinguish between the hypernephroma 
of Grawitz (1884) and the renal carcinoma of Ewing 
(1940). 
Incidence 


Fifty-one patients with tumours of the kidney were seen 
in the 12-year period—38 (21 males, 17 females) had carci- 
noma of the renal parenchyma, 10 (7 males, 3 females) had 
tumours of the renal pelvis, and 3 (1 male, 2 females) had 
embryonal-tumours. With the exception of six carcinomas 
of the renal parenchyma all the tumours were examined 
histologically. 

Tumours of the kidney are comparatively rare. In our 
700-bed general hospital the average annual incidence of all 
tumours of the kidney has been roughly four, which is 
somewhat less than that of carcinoma of the bladder 
(Shackman, 1947). The relative incidence of the three 
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different types of renal tumour has been roughly 13:3:1, 
and is similar to that reported by Dick and Flint (1951) 
and Riches, Griffiths, and Thackray (1951). 

Whereas tumours of the renal parenchyma and renal 
pelvis usually occur in adults, renal embryomas usually 
occur in children. There have been no exceptions to this 
general rule in our series ; the ages of patients with paren- 
chymal tumours ranged from 35 to 77 years, those with 
pelvic tumours from 47 to 72 years, and those with 
embryomas from 2 to 7 years. 

All three types of renal tumour are usually unilateral, 
but three adult patients (6%) in our series had bilateral 
parenchymal tumours: one of these, however, had multiple 
metastases, and the tumour in the contralateral kidney was 
therefore not necessarily a second primary. 


Clinical Features 


Pain, palpable loin swelling, and haematuria are said to 
be the cardinal clinical features, but it is recognized that 
one or more of these symptoms and signs may be absent 
even when a tumour is large. On occasion it is a distal 
metastasis which first draws attention to the disease (Creevy, 
1935). 

Pain.—Three of the 38 patients with carcinoma of the 
renal parenchyma were admitted in a comatose condition 
and no reliable history could be obtained. In the remain- 
ing 35 pain occurred sooner or later in 24 and was the first 
and most prominent symptom in 11. Pain also occurred 
in 3 of the 10 patients with tumours of the renal pelvis, 
but was absent in all three children with renal embryomas. 
The 24 patients with carcinoma of the renal parenchyma 
who complained of pain included 16 with severe inter- 
mittent aching in the affected loin, five with severe inter- 
mittent pain in one or other upper abdominal quadrant, one 
with typical renal colic associated with the passage of clots 
of blood, one with painful clot retention of urine, and one 
with pain in the neck and shoulder due to extensive meta- 
stases in the cervical vertebrae and cervical lymph nodes. 
Twelve of the 16 patients with loin pain and three of the 
five with abdominal pain were found to have extensive 
tumours infiltrating the vertebral or paravertebral tissues: 
of the remaining six patients, three were found to have 
hydronephrosis and three had considerable haemorrhage 
into apparently circumscribed tumours. The three patients 
with painful tumours of the renal pelvis all had squamous 
carcinomas ; two had marked hydronephrosis due to obstruc- 
tion of the pelvi-ureteral junction by tumour, and one had 
extensive local infiltration of the growth. 

Palpable Loin Swelling—A palpable loin swelling was 
noted in 23 of the 38 patients with carcinoma of the 
renal parenchyma, 2 of the 10 patients with tumours of 
the renal pelvis, and in all three children with renal 
embryomas. All the palpable tumours exceeded 3 in. 
(7.5 cm.) in diameter, and, as might be expected, those 
tumours which were situated at the lower pole of the right 
kidney were felt more often than those which were situated 
at any other site. A renal tumour which is less than 3 in. 
(7.5 cm.) in diameter does not materially increase the dimen- 
sions of a kidney unless it grows outwards from one or 
other pole, and is not likely to be palpable unless it 
develops in a lower pole. 

Haematuria.—Sixteen of the 38 patients with carcinoma 
of the renal parenchyma complained of one or more attacks 
of haematuria, and 7 of the 16 had haematuria as a primary 
symptom. In 12 of these 16 patients the tumours were 
found to have grown into the pelvis of the kidney, but in 
the other four the tumours were well circumscribed and 
had spread the calices apart without invading them. Conges- 
tion of the radicles of the renal veins may possibly account 
for the haematuria of these latter patients, Excluding the 
three patients who were admitted in coma and from whom 
no history was obtainable, 19 of 35 patients with carcinoma 
of the renal parenchyma denied any history of haematuria. 
Yet 15 of them had large necrotic growths wholly or partly 









replacing the kidney and involving the pelvis, and only 
four had well-circumscribed tumours nowhere invading the 
pelvis. Nine of the 10 patients with tumours of the renal 
pelvis had haematuria ; indeed, intermittent painless haemat- 
uria was the sole complaint in eight. The single instance 
of a tumour of the renal pelvis occurring without haemat- 
uria was found in a patient who had a carcinoma which 
had invaded the peritoneum and spleen and other adjacent 
structures. Painless haematuria was the first symptom in 
one of the children with a renal embryoma, but a very 
large tumour was found in the right flank a few weeks 
later. The other two children had no haematuria at any 
stage of their illness. 

Weakness—Weakness, or a feeling of tiredness, was a 
frequent and often dominant symptom in patients with 
carcifioma of the renal parenchyma; in fact, 14 of 35 
patients made specific mention of it, and in nine it was 
the first indication of disease. Where weakness accom- 
panies a renal parenchymal cancer it generally has a sinis- 
ter significance: 7 of the 14 patients who complained of 
this symptom died within six months, four others died 
within eighteen months, and only three survived more than 
two years from the onset of the first symptoms of disease. 
Weakness was not a symptom in any of the 10 patients 
with carcinoma of the renal pelvis or in the three children 
with renal embryomas. The weakness did not seem to 
bear any relation to the degree of anaemia, and several 
patients who complained of weakness were found to have 
normal haemoglobin values. Loss of weight, however, often 
seemed to be associated with the weakness, and a notable 
preponderance of puimonary and pleural metastases was 
found at necropsy in these particular cases. 

Fever.—Temperatures ranging from 99 to 100° F. (37.2 
to 37.8° C.) occurred in 21 of the 38 patients with carci- 
noma of the renal parenchyma, in 3 of the 10 patients 
with tumours of the renal pelvis, and in two of the three 
children with renal embryomas. When fever occurs in 
patients with carcinoma of the renal parenchyma it may 
be due to extensive necrosis in the primary tumour and 
may be relieved by nephrectomy. This was the case in 
three of our patients. In general, however, pyrexia is an 
indication of a poor prognosis (Griffiths and Thackray, 
1949), and is often associated with the presence of exten- 
sive pulmonary metastases. The fever that was present in 
three of our patients with tumours of the renal pelvis was 
due in one case to a closed pyonephrosis on the same side 
as the tumour, in another to obstruction of the opposite 
kidney by tumour spread in continuity, and in a third to 
extensive lymph-node and osseous metastases as well as 
bilateral pleural effusions. 

Varicocele-—Varicocele was noted in 3 of the 21 men 
with carcinoma of the renal parenchyma and was an early 
manifestation of disease; two patients had large tumours 
of the left kidney with extensive perineal infiltration and 
nodules of growth along the renal pedicle and inferior vena 
cava; the third patient had a large tumour of the lower 
pole of the right kidney with infiltration of the peritoneum 
and other neighbouring structures. 


Investigations 
Urinalysis 


Twenty-five patients with carcinoma of the renal paren- 
chyma and seven with tumours of the renal pelvis had 
their urine examined by microscopy and bacterial culture. 
The urine of 21 of the 25 contained some pus cells and 
red blood cells; 12 had moderate or marked pyuria, but 
in only three was the urine infected. The urine of the 
other four was reported to show no red corpuscles or pus 
cells, yet all four had large tumours and two had had gross 
haematuria ; it is likely that repeated examinations of the 
urine would have shown some abnormality in these par- 
ticular cases. 

The urine of seven patients with tumours of the renal 
pelvis was reported to contain scanty or numerous pus cells, 
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and in all but one there was an excess of red blood cells ; 
in five of these the urine was sterile on culture and in two 
it was infected. 

Urinalysis was omitted in the three children with renal 
embryomas, 

Radiology 

Plain radiographs of the urinary tract were available for 
study in 23 of the 38 patients with carcinoma of the renal 
parenchyma and showed enlargement of a renal shadow 
in 11 and calcification in one. 

Intravenous pyelography was performed on 20 of these 
23 patients and the pyelograms suggested the correct diag- 
nosis in 18 but gave no clue to the diagnosis in two. The 
main abnormalities seen on intravenous pyelography were 
defective filling of part or disappearance of the whole of 
a calix in six cases, defective filling or disappearance of 
the renal pelvis in nine, distortion of calices in four, dilata- 
tion of the renal pelvis in two, displacement of the kidney 
in five, and displacement of the ureter in two. Absence 
of excretory activity, shown by intravenous urography, is 
generally interpreted as an indication of a poor. prognosis 
(Wade, 1933; Griffiths and Thackray, 1949). Five of our 
patients showed no excretion from the affected kidneys, 
and were found at operation or necropsy to have either 
infiltration of the renal pedicle by tumour or practically 
complete replacement of the kidney by tumour tissue. A 
normal excretion pyelogram, however, does not necessarily 
mean that a tumour is small or the prognosis good, and 
5 of the 11 patients with normal excretion pyelograms were 
found at operation to have inoperable tumours widely 
infiltrating the surrounding tissues. 

Retrograde pyelograms were made on nine patients with 
carcinoma of the renal parenchyma, and the films suggested 
the correct diagnosis in all nine. They showed abnormali- 
ties similar to those seen in the intravenous pyelograms, 
but the clearer pictures obtained by the retrograde technique 
proved more valuable for diagnosis. 

Plain radiographs of the urinary tract of all 10 patients 
with tumours of the renal pelvis showed no abnormality 
of the renal shadows. Intravenous pyelography was per- 
formed on nine of these patients, and the films suggested 
the correct diagnosis in five, but gave no clue to the diag- 
nosis in four. Absence of excretory activity occurred in 
two affected kidneys, and was found to be due in one case 
to a pyonephrosis with a large papilliferous carcinoma of 
the pelvis and in another to a transitional-cell carcinoma 
lining the whole of the pelvis and everywhere infiltrating 
the kidney parenchyma. : 

The main abnormalities seen in the intravenous pyelo- 
grams of the patients with tumours of the renal pelvis were 
dilatation of the pelvis or of a calix in five instances, defec- 
tive filling of the pelvis in three, and defective filling of a 
calix in two. 

Retrograde pyelography carried. out in two patients with 
tumours of the renal pelvis showed a distinct filling defect 
of the pelvis together with a moderate hydronephrosis in 
both cases. In a third patient it was impossible to pass a 
ureteric catheter beyond the pelvi-ureteric junction because 
it was blocked by an extensive squamous-celled cancer. 

X-ray films of the spine, pelvis, and long bones for bony 
metastases may be misleading. Out of 26 patients submitted 
eventually to post-mortem examination, nine with tumours 
of the renal parenchyma and one with a tumour of the 
renal pelvis were all proved at necropsy to have extensive 
metastatic deposits in bones which, x-rayed within a month 
or so of death, had showed no bony abnormality. 


Anaemia 
Nineteen of the 38 patients with carcinoma of the renal 
parenchyma had moderate or severe anaemia, while, in con- 
trast, at least 8 of the 10 patients with tumours of the renal 
pelvis had normal haemoglobin values. The cause of the 
anaemia is obscure and cannot be related either to the degree 
of haematuria or to the site and extent of metastases. It is 


possible that unknown products of tumour necrosis are 
capable of suppressing blood formation, and it may be sig- 
nificant that seven of nine severely anaemic patients also 
had fever. 

Treatment 


The treatment of choice for renal tumours is nephrectomy, 
or nephro-ureterectomy in the case of renal pelvic tumours. 
Extensive local infiltration may prevent operative removal, 
but distal dissemination is not necessarily a contraindication 
to surgical excision of the primary growth ; a solitary meta- 
stasis of a renal parenchymal tumour may be reasonably 
excised, and on occasion it is justifiable to carry out a pallia- 
tive excision of a necrotic or bleeding primary tumour. 

In our series nephrectomy or nephro-ureterectomy was car- 
ried out in 17 of the 38 patients with carcinoma of thé renal 
parenchyma, 8 of the 10 patients with tumours of the renal 
pelvis, and the three children with renal embryomas. 

Twenty patients with carcinoma of the renal parenchyma 
were considered to be inoperable ; two being moribund on 
admission, four having extensively infiltrating and exces- 
sively vascular tumours, and 14 having multiple metastases 
in the lungs, skeleton, brain, or skin. A single patient 
refused surgical treatment. 

Two cases of carcinoma of the renal pelvis were con- 
sidered to be inoperable, one having extensive local infiltra- 
tion and another extensive spinal and general metastases. 

In all, 55% of our patients with renal tumours were treated 
by nephrectomy or. nephro-ureterectomy and 43% were in- 
operable ; this operability rate is lower than that reported 
by Riches, Griffiths; and Thackray (1951), perhaps because 
our series includes all hospital cases, medical and surgical. 

Post-operative irradiation was given to seven patients with 
carcinoma of the renal parenchyma, to one with a renal 
pelvic tumour, and to the three children with embryomas. 
Two patients with inoperable tumours of the renal paren- 
chyma were treated by deep x-ray therapy alone. 


Results 


The overall picture of the end-results of our series of 
patients with tumours of the kidney must be regarded as 
unfavourable, for 39 (76%) of the 51 patients were dead 
within an arbitrary period of four years from the time 
they were first seen. This sad state of affairs, however, is 
not really a true reflection on the treatment, since 23 (43%) 
of the patients proved to be inoperable. 

Of the 38 patients with carcinoma of the renal paren- 
chyma, 27 died of their disease at times varying from three 
weeks. to eight years from the time they were first seen at 
hospital. One who was inoperable lived for just over four 
years after exploration; one other died six months after 
nephrectomy from causes unassociated with the kidney 
lesion and at necropsy there was no evidence of tumour ; 
four others died shortly after operation ; and five still sur- 
vive—one at eight years, one at two years, two at two and 
a half years, and one at one year after nephrectomy. 

Of the 10 patients with carcinoma of the renal. pelvis, 
two were inoperable and were dead within four months of 
their admission to hospital, four died of their disease within 
two years of their nephrectomy, one survived eight years 
to die of natural causes, and three still survive at two, three, 
and three years after nephrectomy. 

The three children with renal embryomas died of their 
disease three, five, and eighteen months after nephrectomy. 


Comment 

It is unfortunately true that renal tumours, like other 
deep-seated growths, remain for long inconspicuous. This 
means that the chances of successful treatment are often 
correspondingly poor, a fact borne out by the high propor- 
tion of inoperable cases in our series of patients and the 
indifferent end-results of treatment. 

The symptoms of pain and haematuria usually cause a 
patient to seek medical advice, but there can be no guaran- 
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tee that the disease is still curable even when hospital atten- 
dance quickly follows the onset of symptoms. 

Loin pain may sometimes be due to the associated hydro- 
nephrosis, but is often caused by extensive local infiltration 
of the paravertebral and vertebral tissues, which is synony- 
mous with inoperability. 

The presence or absence of haematuria has, in our experi- 
ence, proved to be of little value in deducing either the 
size or the pathological picture of renal parenchymal 
tumours, but it is rare for a tumour of the renal pelvis to 
occur without bleeding. 

The close relation between the cells of all three types of 
renal tumours and the blood vessels of their stroma increases 
the risk of distal dissemination. Occult metastases (Shack- 
man and Harrison, 1948) may already be present at the 
time of operation, and there is a considerable risk of vascu- 
lar dissemination as the result of handling the tumour at 
operation unless early ligation of the renal pedicle is prac- 
tised. This is best achieved through an abdominal or 
thoraco-abdominal incision. 

The prognosis in any individual patient depends not only 
on the histological grading of the primary tumour but also 
on the presence or absence of metastases. The former may 
be accurately assessed by the microscopist (Riches, Grif- 
fiths, and Thackray, 1951), but the latter is often proved 
only by time. Subsequent appearance of metastases after 
nephrectomy represents the progress of previously present 
but “hidden” tumour deposits. 

All the surgeon can do is to extirpate, where possible, 
the primary tumour and the associated lymph nodes, and 
on occasion an apparently isolated distal metastasis. The 
radiotherapist may have something more to offer, but our 
experience in this direction, admittedly limited, has not been 
particularly encouraging. 
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The Association of Children’s Officers has prepared 
a memorandum, Cruelty to Children, in response to a 
request made by the Joint Committee of the B.M.A. and 
the Magistrates’ Association. The memorandum sets 
forth the views of children’s officers on the secondary 
effects of cruelty to children, its definition, types, causes, 
and incidence. Remedies for neglect and physical violence 
are not difficult to apply, but prevention of mental cruelty 
is a much wider problem, says the memorandum, and one 
on which a lead can be given only by the medical profes- 
sion, for there is as yet little public awareness of emotional 
suffering. The legal remedies are outlined and the import- 
ance of stable family life as a factor in reducing cruelty is 
stressed. The economic aspect of prevention is also con- 
sidered. It may cost up to £5 a week to maintain a child 
in a children’s home, over £6 in an approved school, and 
as much as £8 in a residential nursery. Children should 
not be removed from home simply for failure to attend 
school ; it is less expensive to send the school attendance 
officer to fetch them every day. They should not be re- 
moved simply because the home is dirty ; it is less expen- 
sive to put in a family service unit. Neither should they 
be removed simply because the house is overcrowded or 
insanitary or because there is no house ; it is less expensive 
to provide a house. Children should not be removed from 
their mother simply because she is widowed, unmarried, or 
deserted, and so has to go out to work; it is less expensive 
to pay an adequate National Assistance allowance to keep 
her at home with them. The memorandum is obtainable 
from the association at Bradninch Hall, Castle Street, 
Exeter, price 4d. 


PEPTIC ULCER IN WOMEN 


BY 


D. H. CLARK, Ch.M., F.R.C.S.Ed. 
Surgical Registrar, Western Infirmary, Glasgow 


Many writers have claimed that the symptoms of peptic 
ulcer—and presumably its activity—are influenced by 
menstruation and by pregnancy. Thus Taussig (1908), 
Sutherland (1910), and Szenes (1924) have suggested that 
menstruation causes an exaggeration of the symptoms of 
ulcer, while Mussey (1927), Crohn (1927), Hurst and 
Stewast (1929), and many others have claimed that preg- 
nancy commonly has a beneficial effect. There is some 
evidence also to suggest that the symptoms of ulcer may 
be influenced adversely by the onset of the menopause. 
The investigation reported below was designed to test 
the validity of these observations. 

The evidence here presented was obtained by inter- 
viewing 400 women in whom peptic ulcer had been 
demonstrated either by radiology or at operation. The 
ulcer was duodenal in 330 cases, gastric in 70. The 
patients’ ages ranged from 21 to 74 years. In most cases 
the symptoms were of more than five years’ duration. 


Method of Interview 


In a disease which remits and relapses with such facility 
the manner of eliciting and correlating the evidence is 
obviously of importance. During the interviews every effort 
was made to eliminate the element of suggestion. Much 
of the information was volunteered; much was obtained 
by questioning, as indirect as possible; some had to be 
obtained by direct questioning. All of these women had 
already been interviewed at least once previously, and the 
standard case record of the peptic ulcer clinic had been com- 
pleted, so that information was already available on such 
relevant points as year of birth, age of onset of symptoms, 
and age at which complications occurred. At interview for 
the present investigation these points were confirmed. 
Thereafter inquiry was made into the gynaecological and 
obstetric history—for example, age at menarche, age at 
which pregnancies occurred, age at menopause, etc. Finally 
the effect of those events on the ulcer history was correlated. 

Often the patient volunteered some information. If not, 
the standard questions were asked, “ Have you noticed any 
relationship between your ulcer and menstrual period/ 
pregnancy/menopause ? Was your ulcer made better or 
worse, or did it remain the same ? Apart from paraphrasing 
these questions according to the patient’s understanding of 
them, no further attempt was made to elaborate a corre- 
lation. According to the patient’s answer, “better,” 
“worse,” or “no change noted,” the results were assessed. 
If a relationship had been noticed inquiry was made into 
the time relationship and the quality and quantity of the 
worsening or improvement. 


Menstruation 


Of the 400 patients, 291 had had ulcer symptoms before 
the menopause. In this group 81 (28%) claimed to have 
noted some relationship between menstruation and the 
occurrence of ulcer symptoms. In all these cases the symp- 
toms were worse for a few days or a week before the onset 
of menstruation. In eight the ill-effect persisted during the 
menstrual period. In none had the symptoms been noted to 
increase in the post-menstrual phase. 

In interpreting these findings it must be remembered that 
the symptoms of quite unrelated diseases may be aggravated 
in the pre-menstrual phase—the result, perhaps, of psychic 
influences or of the general malaise which many women 
experience at that time. In those patients who had noted 
pre-menstrual increase of symptoms there was no evidence 
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to indicate whether the exacerbation was due to such causes 
or to factors directly related to the menstrual cycle, or 
even to the use of aspirin and similar analgesics. On the 
whole, however, it may be concluded from the present 
series that the effect of menstruation on ulcer symptoms 
is inconsiderable. 


Pregnancy 

In assessing the effect of this state on the symptoms of 
peptic ulcer it must be remembered that normal pregnancy 
in healthy women is commonly associated with symptoms 
not unlike those of peptic ulcer. 

Nausea, vomiting, and heartburn are said to occur during 
the first few months of pregnancy in almost 40% of cases. 
Usually they disappear about the end of the third month, 
but they may persist until term. Occasionally more severe 
dyspepsia occurs, and its resemblance to ulcer is heightened 
by the relief afforded by antacids. Rarely, hyperemesis 
gravidarum may lead to confusion. 


In attempting to decide whether such symptoms were - 


attributable to the ulcer, attention was paid to their severity 
and to the patient’s own view regarding their origin. With 
their previous experience of peptic ulcer, most of the patients 
with heartburn, nausea, and vomiting during the early 
months attributed the symptoms to pregnancy and regarded 
the ulcer as “cured.” In cases with more severe pain, 
relieved by alkalis, the patients were unable to distinguish 
it from the previous ulcer dyspepsia. 

Of the total of 400 women 118 had been pregnant (see 
Table). The total number of pregnancies was 344. Of 
these, 313 had occurred subsequent to the onset of the peptic 
ulcer. On the criteria laid down above, it is believed that 


Effect of Pregnancy 


Total no. of women oe ee oe ee oe ee 400 
Women with pregnancies ae ae a a es 118 - 
Total no. of pregnancies s ea - oe -- 344 
No. of pregnancies after onset of ulcer symptoms .. aie 313 
Free from ulcer symptoms... -- 140 (44-89 
Im “a oa oe «» 136(43-4 
Notimproved .. ea as es «37 (11-89 


pregnancy was associated with a remission of the ulcer 
symptoms in 276 cases (88.2%). More than half of these 
patients claimed to have been completely symptom-free 
during the whole pregnancy; the remainder had minor 
symptoms which they regarded as unconnected with ulcer. 
In the remaining 37 pregnancies (11.8%) symptoms persisted 
which were indistinguishable from those of ulcer. In some 
of these the symptoms were much worse than previously, 
and 14 of the patients were admitted to hospital for treat- 
ment of the indigestion. At least four of these were found 
to have albuminuria, and it is possible that the exacerbation 
was not entirely due to renewed activity of the ulcer. In 
no case did a complication of ulcer (haemorrhage or perfor- 
ation) occur during pregnancy. 

Thus it would appear that in almost 90% of ulcer patients 
symptoms are in abeyance during pregnancy. In some of 
the cases the ulcer had been inactive immediately before 
conception, and in them the remission persisted. In others 
the symptoms cleared up dramatically at an early stage of 
the pregnancy. In still others they improved gradually or 
became obscured by minor symptoms attributed to the preg- 
nancy itself. Several patients averred that their successive 
pregnancies had been their only eupeptic respites and that 
they had enjoyed the pregnant state for the well-being it 
afforded. 

The benefit derived from pregnancy is generally short- 
livéd, as Fig. 1 shows. By the end of the third month after 
parturition symptoms had recurred in almost half the cases, 
and by the end of the sixth month in three-quarters. At 
the end of two years almost every patient had suffered a 
recurrence. 


Menopause 


The distribution curve of the ages of the 400 patients at 
the onset of ulcer symptoms is shown in Fig. 2. In Fig. 3 
it is compared with a similar curve for male patients, based 


upon figures derived from 1,393 cases from the peptic ulcer 
clinic. It will be seen that, while in both sexes there is a 
steep rise of incidence between the ages of 15 and 24 years, 
thereafter there is a difference, in that in females there 
is a deficit during the age period 25-40 years, followed by a 
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Fic. 1.—Recurrence of ulcer symptoms after parturition. 
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secondary rise of incidence between 40 and 50. These 
features suggest a possible relation to the child-bearing 
period and the menopause, 

In order to explore this possibility the time relationship 
between the onset of ulcer and the menopause has been 
noted in 204 of the women. In Fig. 4 these cases have been 
plotted in five-year groups according to whether the ulcer 
began to produce symptoms before or after, or about the 
time, of the menopause. Those cases in which ulcer symp- 
toms developed in the five-year period which includes the 


year of the menopause and the two years before and after it . 


are recorded at M. Others are included in the appropriate 
earlier or later five-year groups. It will be seen that there is 
a striking peak of incidence at or about the menopause. 
The remaining 196 women have not yet attained the 
menopause. In order to produce a composite curve, com- 
parable with Fig. 2, relating all 400 cases to the menopause, 
the onset of ulcer symptoms in this remaining group has 
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Fic. 4.—Relation of age at onset of symptoms to date of meno- 
pause in 204 women who have reached or passed the menopause. 
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Fic. 5.—Relation of age at onset of symptoms to actual or 
expected date of menopause. 





been related to the expected age for that event. On the 
information available for the 204 cases the age of meno- 
pause varied between 37 and 56 years, with over 90% be- 
tween 40 and 50 years ; the average was 45 years, and this 
figure was treated as the expected age of menopause in the 
remaining 196 cases. 

Working on this basis, Fig. 5 shows the time relation of 
the onset of ulcer symptoms to the actual or expected age 
of menopause in the whole series of 400 cases. It will be 
seen that it again emphasizes the two peaks of incidence in 
women, the former occurring in later adolescence and early 
adult life, the latter at about the time of the menopause. 
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Fic. 7.—Gastric ulcer (70). Relation of age at onset of symptoms. 
to actual or expected date of menopause. 
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In this series of 400 there were 330 patients with duodenal 
ulcer and 70 with gastric ulcer. In Figs. 6 and 7 the two 
types have been treated separately in the manner described 
above for the series as a whole. It will be seen that the 
menopausal rise of incidence is not confined to one type, 


though, perhaps owing to paucity of numbers, the peak is | 


less evident in the case of gastric ulcer. 

In those women who had had ulcer symptoms before 
reaching the menopause inquiry was made concerning the 
progress of the symptoms at that time. There were 92 in 
this group and 41 (45%) of them either volunteered or agreed 
on indirect questioning that their symptoms had worsened 
at or about that time. This trend was confirmed by the 
fact that a large number of them were then constrained to 
attend hospital for the first time on account of ulcer 
symptoms. 

The incidence of complications of ulcer gives added 
evidence of the harmful effect of the menopause on the 
activity of the lesion. Among the total series of 400 patients 
there was a history of 128 complications (95 haemorrhages 
and 33 perforations). Fig. 8 shows the time of occurrence 
of those complications in relation to the expected or actual 
time of the menopause. It will be seen that again there is 
a striking correlation, the number of complications occurring 
in the five-year period centred on the year of menopause 
being more than double that of any earlier or later period. 
Study of individual case records seems to give emphasis to 
the correlation, for several patients had more than one com- 
plication within a short time of the menopause, while one 
had two haematemeses and two perforations within the 
actual five-year period. 

Discussion 


Since peptic ulcer is prone to spontaneous remissions, 
great caution is necessary in attributing variations in symp- 
toms to external events. However, the regularity with which 
remission of symptoms occurs in pregnancy and the fre- 
quency with which ulcers start, flare up, or undergo com- 
plications at or about the time of the menopause give us 
justification for concluding that those two states do influence 
the activity of the ulcer. 

The manner in which they do so is uncertain, but two 
lines of speculation suggest themselves. (1) The effect of 
psychical disturbances on gastric function has been known 
for a long time, and has been demonstrated convincingly 
in recent years by many workers, notably Mittelmann and 
Wolff (1942) and Wolf and Wolff (1943). It may well be 
that the remission of ulcer symptoms in pregnancy is related 
to the general feeling of well-being, success, and fulfilment 
characteristic of that state, while the mental stresses, irrit- 
ability, and emotional imbalance of the menopause may 
account for the renewed ulcer activity at that time. (2) 
The mechanism may possibly be a hormonal one. It is well 
established that pregnancy is a period of increased hormonal 
activity with a marked increase in the gonadotrophic, 
luteal, and oestrogenic hormones, while the menopause is 
associated with a diminution in the sex hormones, and 
particularly the oestrogens. 

Recent reviews of the literature by Sandweiss et al. (1939), 
Bralow et al. (1948), and Sandweiss (1951) make it clear that 
despite much research there is no clear proof of a relation- 
ship between the sex hormones and peptic ulcer. Certainly 
the use of these hormones in the treatment of ulcer has 
been disappointing, though it should be observed that they 
are present in pregnancy in much larger amount than can 
be given therapeutically. 


Summary 

The natural history of peptic ulcer in 400 women has 
been investigated with reference to menstruation, preg- 
nancy, and the menopause. 

Menstruation has an inconsiderable effect on ulcer 
symptoms. 

Relief of symptoms occurred in nearly 90% of preg- 
nancies. In most of them the remission occurred early 


in pregnancy and persisted until term. Those patients 
who gained no relief had a higher proportion of abnor- 
malities such as albuminuria and hyperemesis. 

After parturition, recurrence of ulcer symptoms was 
common, especially during the first six months. 

An unduly large proportion of ulcers start, flare up, or 
undergo complications at or about the time of the 
menopause. 


I am indebted to Professor C. F. W. Illingworth for his help 
and criticism in the preparation of this paper; and to Miss S. 
Murray, of the peptic ulcer clinic, for secretarial help in arrang- 
ing the interviews. 
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A CASE OF GRANULOMA INGUINALE 
IN SCOTLAND: RESPONSE 
TO AUREOMYCIN 


BY 


A. GIRDWOOD FERGUSSON, M.D., F.R.F.P.S. 
AND 


G. B. S. ROBERTS, M.B., Ch.B., B.Sc. 
(From the Department of Dermatology, Stobhill Hospital, 
and the Department of Pathology of the University and 

Western Infirmary, Glasgow) 


Granuloma inguinale, first described by McLeod (1882) 
and later by Conyers and Daniels (1896), is often thought 
of as a tropical disease, but it has been found in almost 
every country and climatic zone. Donovan’s non motile en- 
capsulated cocco-bacillus, long regarded as the probable 
causal agent, has been confirmed in this role by inocula- 
tion experiments in negro volunteers (Greenblatt et ai., 
1939 ; Dienst ef al., 1947). Anderson (1943) described a 
method of cultivating the organism in the yolk sac of 
developing chick embryos ; Dunham and: Rake (1948) 
and Dienst (1948) reported successful culture in an arti- 
ficial medium consisting mainly of yolk. obtained from 
both fertile and infertile eggs. A positive skin reaction 
in human cases of the disease has been demonstrated by 
Kornblith (1944), with triturated infected material as 
antigen, and by Dienst et al. (1947), with a yolk sac 
culture of Donovan’s organisms. 

Although similar to the response evoked by the 
Leishman—Donovan body and by Histoplasma capsu- 
latum (Hutchison, 1952), the lesion im granuloma 
inguinale differs from these by the presence among its 
predominating plasma-cell and endothelial-cell masses of 
small polymorphonuclear micro-abscesses described by 
Allen (1948). Pund and Greenblatt (1937) showed that 
the organism has a characteristic morphologica] appear- 
ance in the tissues of the host, and the demonstration of 
these bodies is a further point in the differentiation of 
these lesions from leishmaniasis and histoplasmosis. An 
even closer similarity is seen to the lesions of rhinoscler- 
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oma, in which the main difference is the greater abun- 
dance and size of monocytic cells containing the causal 
organism. 

The exact mode of transmission of the infecting agent 
remains unsettled. Males appear to be comparatively 
seldom affected ; and the almost constant freedom from 
infection of the coital partners of manifest cases renders 
a venereal origin extremely improbable. Transmission 
of infection by an insect vector (Phthirius pubis) has 
been suggested by Butts and Olansky (1946). 

Before modern antibiotics became available the treat- 
ment of choice was antimony, in the form of tartar 
emetic and later as stibophen. Greenblatt er al. (1947), 
however, found that antimony preparations were pro- 
portionately less effective as the disease became more 
chronic. From 1947 to 1950 the efficiency of strepto- 
mycin, chloramphenicol, and aureomycin in combating 
even the most recalcitrant cases has been amply 
demonstrated. 

We are prompted to record the following case of 
granuloma inguinale, recently encountered in Glasgow, 
because it shows classical clinical and pathological 
features ; because of its rapid response to oral aureo- 
mycin therapy despite manifest chronicity ; and. because 
of obscurity as regards the source of infection. Further- 
more, a search of the literature failed to reveal any pre- 
vious record of a case in which infection was apparently 
contracted in the United Kingdom. 


Case Report 


An unmarried woman aged 29 noticed a small warty 
growth at the anal orifice about five years ago. The lesion, 
although remaining localized to the perianal region, in- 
creased in size and finally ulcerated. At this stage (Septem- 
ber, 1947) she was referred to a Glasgow hospital, where a 
biopsy from the affected part showed the features of a 
chronic non-specific plasma-cell granuloma. The Wasser- 
mann reaction was 
negative and the 
clinical ~ diagnosis 
then made was that 
of non - venereal 
warts. X-ray 
therapy was ad- 
ministered (total : 
1,500 r in daily 
doses of 300 r at 85 
kV). There was 
some transient im- 
provement after 
treatment, and in 
October, 1947, 
applications of 
carbon dioxide 
“snow” reduced 
the lesion to a 
small  pea-sized 
warty growth. 

Six months later 
the lesion increased 
_ | in size and gradu- 
— = ally extended to 
Fic. 1.—The lesion before treatmen involve the buttock 
pt wy aoe, a fy ice, cleft, vulva, and 

= coatb. °P€ both groins. The 

affected area was 

often macerated and foul-smelling, and the patient again 
sought advice from her practitioner. In consultation, one 
of us (A. G. F.) made a provisional diagnosis of granuioma 
inguinale and arranged her admission to Stobhill Hospital 
on September 11, 1951, for further investigation and treat- 
ment. She denied sexual intercourse and stated that she had 











never been out of Scotland. There was no history of local 
injury or of pre-existing disease of the skin at or near the 
area involved. 

Examination revealed a raised and sharply demarcated 
vegetative plaque with central linear ulceration. This 
lesion extensively involved the perineal cleft, vulva, and 
groins, the skin of the left groin being most severely affected. 
The lesion was in 
general moist and 
foul-smelling (Fig. 1) ; 
the inguinal lymph 
nodes were not en- 
larged and there was 
no evidence of sinus 
formation. The 
Wassermann and Frei 
tests were negative. 

Bacteriology. — Tis- 
sue smears made from 
the under surface of 
material excised for 
histological examina- 
tion showed large 
mononuclear cells 
containing intracellu- 
lar organisms which 
were Gram-negative 1G. 2.—Smear from the lesion, show- 
but. stained with is Donovan bodies in a large mono- 


Wright’s stain, when nuclear cell. wa: stain. 


they appeared as ; 
cocco-bacilli with clear unstained capsules. These organisms 
presented the morphological appearances of Donovan bodies 
(Fig. 2). An attempt was made to culture the Donovan 
bodies on egg yolk, using the method of Anderson (1943). 
Although various antibiotics were mixed with the tissue 
suspension, in all instances the eggs became heavily infected 
with pyogenic organisms and the embryos died. 
Histology—The lesion was a raised papillomatous 
granuloma covered by a very hypertrophic epithelium. No 
ulceration was noted in the material submitted, but in the 
upper and mid-corium there was granulation tissue of a 
rather open texture 
through which were 
scattered inflammatory 
cells, chiefly plasma 
cells, polymorphs, and 
mast _ cells. Small 
p olymorphonuclear 
abscesses were seen 
between the dermal 
papillae. In the 
deeper portions of 
the lesion the fibrous 
tissue was very dense, 
and in its meshes there 
were large collections 
of plasma cells. 


Examination of the 
superficial portion of 
the lesion revealed a = 
number of large Fic. 3.—Donovan bodies are seen 
macrophages which ing in an intracytoplasmic cyst in 
contained _intracyto- mononuclear cell in the centre 

- of the field. (Haematoxylin and 
plasmic cysts. These eosin. 1,000. Paraffin section.) 
cysts in turn contained 
small round bodies which often appeared to be arranged at 
the periphery (Fig. 3) but could sometimes be seen through- 
out the cyst. The appearance of these cells corresponded 
with that of the “pathognomonic cells” of granuloma 
inguinale described by Pund and Greenblatt (1937). The 
bodies seen in these intracytoplasmic cysts stained with 
haematoxylin but were Gram-negative. They did not stain 
satisfactorily by the Romanowsky methods (Leishman, 
Giemsa, Dominici). Both the Donovan bodies and the 
wall of the cyst stained positively with the periodic-acid 
Schiff technique. In view of the statement by Pund and 
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Greenblatt (1938) that the Donovan bodies have an affinity 
for silver, various silver-staining techniques were tried, but 
all gave negative results, which may have been due 
to the material being fixed in formol corrosive fluid, 
which has a generally deleterious effect on this form of 
staining. 

Treatment.—When investigations had been completed 
aureomycin therapy, 2 g. daily in divided dosage by mouth, 
together with vita- 
min-B complex in 
the form of “ di- 
bexin” was begun 
on October 5. Iron 
and ammonium 
citrate, 20 gr. (1.3 
g.) thrice daily by 
mouth, was also 
given in view of 
the presence of 
mild iron-deficiency 
anaemia. Physio- 
logical saline dres- 
sings were applied 
locally to the affec- 
ted areas. After 
about one week’s 
treatment marked 
improvement was 
observed. The area 
rapidly became less 
foul-smelling and 
flattening of the 
vegetative process 
] os - " . was evident. Heal- 
aureomycin. e ulcerate area as i 
been completely - healed by a smooth aa P —= 

epithelium. y, 

about three weeks 
the proliferative and ulcerative lesion was replaced by soft 
and pliable scarring. Aureomycin and dibexin were dis- 
continued on November 13 (the total dosage of aureomycin 
being 80 g.). Improvement has since been maintained and 
healing was complete (Fig. 4). Examination on June 11, 
1952, revealed no evidence of recurrence. 











Fic. 4.—The lesion after treatment with 


Discussion 


Although granuloma inguinale is most common in 
tropical and subtropical areas, sporadic cases are occa- 
sionally seen in temperate climates. Our patient, who had 
never been abroad, developed her disease in Scotland ; we 
have been unable to trace any record of a previous example, 
but it is possible that cases occur which are either unrecog- 
nized or not reported, particularly in seaport towns. 

The question of a source of infection is one of consider- 
able interest. Despite a wealth of available material in the 
New World and the Tropics, opinions remain divided about 
the venereal origin of this disease. The comparatively low 
infection rate among males and the apparent resistance to 
contagion of coital partners are points of importance as 
regards a possible non-venereal aetiology. In our case 
there was an emphatic denial of exposure to venereal infec- 
tion, and there is nothing in the history to suggest that this 
statement should not be accepted. There is therefore no 
clear indication of the method of transmission of the causal 
organism. The possibility of an indirect mode of infection 
—for example, by pubic lice—cannot, however, be entirely 
discarded, and in this connexion the observations of Butts 
and Olansky may well be important. 

Since the advent of the antibiotic series of drugs it has 
become evident that antimonial preparations, ineffective in 
chronic and long-standing cases of granuloma inguinale, are 
outmoded. Penicillin has been found by Chen ef al. (1951) 
to produce a potent bacteriostasis in the laboratory, but has 
proved disappointing in vivo. Streptomycin, terramycin, 
chloramphenicol, and aureomycin have all proved useful in 
actual practice, the dosage varying according to the duration 
of infection and the chronicity of the disease. Important 


observations regarding the potency of aureomycin are to 
be found in the work of Wright et al. (1948), Hill et al. 
(1949), and Wammock et al. (1950). Further, Greenblatt 
et al. (1950) reported good results using aureomycin by 
mouth in a series of 46 patients, five of whom had not 
responded to streptomycin. The average total dosage was 
20-30 g. over a period of ten to fifteen days, and only two 
relapses were observed. The smallest total dose was 10 g. 
and the largest 70 g. In this latter instance the patient’s 
lesions were extremely chronic and had been streptomycin- 
resistant. In general it appeared that extensive or slowly 
responsive cases required from 40 g. to 70 g. of the medica- . 
ment in order to effect a complete cure. Our case was 
given a total of 80 g. in view of the long duration and 
extensive nature of the disease process. Up to the time of 
writing there has been no evidence of recrudescence. 

The infecting agent persists for a long time in tissue. Here 
the material removed in 1951 showed “ pathognomonic ” 
cells containing numerous Donovan bodies which had re- 
mained unaltered in spite of x-ray and other local therapy. 
Nevertheless, it would appear easier to confirm the diag- 
nosis by the examination of smear preparations than by 
histological examination of the material removed. The 
diagnosis was readily apparent in 1951 on the examination 
of smears, in which the organisms have a very characteristic 
appearance, but the bodies were found only in sections 
after prolonged search. Furthermore, the presence of the 
infecting organism in tissue was not appreciated in 1947, 
although the chronic granulomatous nature of the lesion 
was then fully apparent and the question of a specific causal 
agent was raised. 

The lesions in our case showed well-marked pseudo- 
epitheliomatous hyperplasia, a feature which has been 
stressed by Philpotts (1947). This, together with widespread 
plasma-cell infiltration in the corium, should always suggest 
a search for “pathognomonic” cells and organisms in 
suspected examples of the disease. 


Summary 


A case of granuloma inguinale of the chronic ulcero- 
vegetative type is described. 

The patient contracted the disease in Scotland, and this 
would appear to be the first recorded example of such 
an occurrence in Great Britain. 

A venereal origin of the disease could not be 
established. 

Despite the chronicity of the condition a complete 
cure was achieved by means of a total dose of 80 g. of 
aureomycin over a period of five weeks. 


Our thanks are due to Mr. P. S. Waldie, Department of 
Medical Photography, Stobhill Hospital, for the clinical photo- 
graphs. 
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PYRIMETHAMINE IN TREATMENT OF 
VIVAX MALARIA 
PRELIMINARY REPORT 
BY 
JASWANT SINGH, M.B., Ch.B., D.P.H., D.T.ML&H. 
A. P. RAY, M.B., B.S. 


P. C. BASU, M.B. 
AND 


B. G. MISRA, L.M.F., L.T.M. 
(From the Malaria Institute of India, Dethi) 


Pyrimethamine (“daraprim”), a 2:4-diaminopyrim- 
idine compound, has been shown to be highly effective 
against blood-induced infection of Plasmodium gallin- 
aceum and P. berghei (Falco et al., 1951). Jaswant Singh, 
Misra, et al. (1951) recently observed that the drug is 
four times as active as proguanil against P. knowlesi in 
rhesus monkeys, and that it has causal prophylactic 
action against P. gallinaceum in fowls (Jaswant Singh, 
Basu, and Ray, 1952). Jaswant Singh, Krishnaswamy, 
et al. (1952) have also reported that P. berghei in 
albino mice showed phenomenal sensitiveness to pyri- 
methamine. 

In P. falciparum and P. malariae infections, 
McGregor and Smith (1952) have demonstrated that the 
compound has powerful action on dividing schizonts, 
but less so against trophozoites. But so far, to our 
knowledge, very little has appeared in the literature on 
the effect of the drug against P. vivax infections. 


Present Investigation 


The present report records findings on the effects of this 
compound on the clinical symptoms and also on the para- 
sites in the first 30 cases of vivax malaria attending hospitals 
in Delhi State. Seventeen patients gave a previous history 
of malaria during the past year or so, and in these the 
spleen was palpable in five cases. On the first examination 
of blood smears, besides other forms, gametocytes were 
detected in 11 cases. In 13 other cases there was no pre- 
vious history of malaria, the spleen was not palpable, and 
gametocytes were detectable in 9. 

Pyrimethamine was administered orally, and each patient 
received a single dose of 25 mg. (24 tablets, each containing 
10 mg.) of the base. The results are tabulated. The overall 


Clearance of Clinical Symptoms, Asexual Parasites, and Gameto- 
cytes in Hours 

















picture appears to be that 46.6% (14 out of 30) of the 
patients became afebrile within 24 hours, 63.3% within 48 
hours, and 100% within 72 hours. In 36.6% of the cases 
clearance of asexual parasites was attained within 24 hours, 
in 80% within 48 hours, and in 96.6% within 72 hours. 

Out of 14 patients who became afebrile within 24 hours, 
9 (64.3%) were from Group I—that is, they had had previous 
attacks of malaria during the course of a year or so—as 
compared with 35.7% in Group II, without any previous 
history. Further, it was observed that 6 out of 13 cases 
(46.1%) in Group II had the second paroxysms 48 hours 
after the treatment, as against 5 out of 17 (29.4%) in 
Group I. 

The rate of asexual parasite clearance within 24 hours 
was 54.5% (6 out of 11) in Group I, and 45.5% (5 out 
of 11) in Group II. Moreover, parasite clearance in all 
cases in Group I occurred within 72 hours, against 96 
hours in Group II. 

Thus it would seem that clearance of symptoms and asexual 
parasites was more rapid in those who had a previous 
history of malaria than in those who had not. McGregor 
and Smith (1952) observed that in P. falciparum and P. 
malariae malaria the drug acts “just as swiftly in non- 
immunes as in subjects who possess considerable immunity.” 
But in view of the present observations we are unable to 
lend support to this view so far as vivax malaria in India 
is concerned. Therefore the question of repeating the dose 
may have to be considered, particularly in cases without 
any previous history of malaria. 

The action of pyrimethamine on gametocytes was. found 
to be much slower, and in only 39.1% of the cases did 
the gametocytes disappear within 72 hours ; in 4 out of 23 
cases (17.3%) they persisted for 120 hours or more. 

The redeeming feature of pyrimethamine seems to be its 
remarkable effectiveness against P. vivax in so small a dose 
(25 mg.). It would appear that the drug has a future, and 
further work is indicated. 

In view of the high degree of cross-resistance between 
proguanil and pyrimethamine, recently demonstrated in 
simian malaria by Jaswant Singh, Ray, ef al. (1952), one 
must withhold final judgment until reports on large-scale 
and continued observations are available, particularly from 
areas where some strains cf plasmodia have been reported 
to be refractory to proguanil (Field and Edeson, 1949; 
Gilroy, 1950, personal communication ; Chaudhuri, 1951; 


Wilson ef al., 1952). 


We wish to thank Brigadier J. S. K. Boyd, of the Wellcome 
Laboratories, London, for his valuable suggestions from time to 
time since the beginning of the series of investigations with 
pyrimethamine, and also for the supply of the drug whenever 
required. 
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In Hours . 
Clearance of Total 
24 | 48 | 72 | 96 | 120 | 144 | Cases 
Clinical pmqjoms: 
Group ns oe 9 3 5 —}j—-f]— 17* 
Group II wa bs 5 2 6 —;j—-l]— 13 
Total .. 14 $ 11 “= os oo 30 
Asexual parasites: 
Group I re + 6 8 3 —{|—|]— 17 
Group II vat iva 5 5 2 1 —_i— 13 
Total .. 11 13 5 1 — — 30 
Gametocytes: 
Group I es as 1 1 4 5 2 1 14 
Group II 4 . — — 3 2 1 3 u 
Total .. 1 1 7 7 3 4 23 


























Group I = with previous history of malaria. 
Group II = No his of previous attacks. 
* Five out of 17 cases enlarged spleen. 


A new edition of the Alphabetical and Local List of Old 
Students has just been issued from St. Thomas’s Hospital 
Medical School. The list, which is revised to March 30, 
1953, and supersedes the 1948 issue, gives brief details of 
nearly 3,000 alumni of the Medical School. It may be 
obtained from the Beadle of the Medical School, Albert 
Embankment, London, S.E.1, price 5s. 3d., including postage. 
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GOITRE AND HYPOTHYROIDISM 
DEVELOPING DURING TREATMENT 
WITH P.A.S. 


BY 


H. T. DAVIES, M.B., B.S. 
House-Physician, St. Bartholomew’s Hospital, London 


AND 


H.-J. B. GALBRAITH, M.D., M.R.C.P. 
Medical Registrar, St. Bartholomew's Hospital, London 


Since the introduction of p-aminosalicylic acid (P.A.S.) 
for the treatment of tuberculosis by Lehmann in 1946, 
many thousands of patients must have received large 
doses of this drug for long periods. It is only during the 
past year or two that a few reports have appeared on the 
development of goitre and hypothyroidism in patients 
being treated with P.A.S. In these reports, as in the 
case here described, the circumstances are most sug- 
gestive that P.A.S. has a goitrogenic action in some 
individuals. 
Case Report 


A male medical student aged 28, with no personal or 
family history of thyroid disease, was admitted for treat- 
ment of pulmonary tuberculosis. On February 21, 1952, 
intramuscular streptomycin, 1 g. every three days, and P.A.S. 
(as the sodium salt), 10 g. daily, were started; later the 
dosage of P.A.S. was increased to 12 g. The patient’s pro- 
gress was satisfactory until, on July 29, after 56 g. of strepto- 
mycin and 1,600 g. of P.A.S. had been given, a symptom- 
less diffuse non-tender goitre was noticed. Recently the 
patient had felt some impairment of appetite and possibly 
an increased susceptibility to cold ; his upper face appeared 
puffy, but there was otherwise no clinical evidence of hypo- 
thyroidism. The serum cholesterol was 220 mg. per 100 ml. 

On August 6 the basal metabolic rate was —10%, and on 
August 19 the streptomycin and P.A.S. were replaced by 
isoniazid. At this time the basal metabolic rate was —21% 
and the serum cholesterol 268 mg. per 100 ml. Radio- 
iodine studies seven days after discontinuation of the drugs 
suggested excessive thyroid activity with, however, no corre- 
sponding increase in the rate of organic binding of the 
iodine. This pattern is compatible with the incomplete 
removal of a thiouracil-like block of thyroid activity. 
Radiographs showed no recent increase in size of the heart. 
The electrocardiogram was normal. 

Four weeks after discontinuation of streptomycin and 
P.A.S. the appetite and facies had returned to normal, the 
goitre was only just palpable, and the basal metabolic rate 
had risen gradually to —1%, although the serum cholesterol 
had fallen to only 245 mg. per 100 ml. Four months later 
the thyroid was still just palpable, the basal metabolic rate 
was +5%, and the serum cholesterol was 215 mg. per 100 ml. 


Discussion 


The development of myxoedema during P.A.S. therapy 
was first described by Clausen and Kjerulf-Jensen in 1951. 
Three patients developed hypothyroidism and goitre after 
taking 610 g., 1,780 g., and 2,500 g. of P.A.S. respectively 
in the usual dosage. The endocrine state and the gland size 
returned to normal within two to four weeks of the cessa- 
tion of this treatment. Shortly afterwards Komrower (1951) 
described the apparently sudden appearance of myxoedema 
and of a diffuse goitre in a girl aged 8.who had been given 
about 3,000 g. of P.A.S. during the previous nine months, 
the goitre and myxoedema disappearing within three weeks 
of stopping the drug. 

Bergqvist and de Maré (1952) reported two cases of hypo- 
thyroidism with goitre and two cases of goitre without objec- 


tive evidence of hypothyroidism in patients treated with 
simultaneous thiosemicarbazone and P.A.S. Streptomycin 
had been given to three of the patients for part of the time, 
but it would seem difficult to incriminate this drug. One 
patient died of myxoedema and cerebral oedema ; at necropsy 
the thyroid showed a glandular hyperplasia identical with 
that seen after the administration of thiouracil. In two other 
cases the authors thought the thyroid condition improved 
when the thiosemicarbazone was stopped, the administration 
of P.A.S. continuing; while in the fourth the goitre had 
disappeared five months after simultaneous withdrawal of 
P.A.S. and thiosemicarbazone. These authors suggested 
that the thiosemicarbazone and P.A.S. may have a syner- 
gistic action or that the thiosemicarbazone may act by retard- 
ing the renal excretion of P.A.S. A further case of goitre 
following treatment with P.A.S. and thiosemicarbazone has 
been described by Librach (1952). Bergqvist and de Maré 
also quote a personal communication from Stavanow, who 
has seen “a few cases of goitre and one case of mild hypo- 
thyroidism following P.A.S. medication.” 

In animal experiments, principally on rats, Kjerulf-Jensen 
and Wolffbrandt (1951) showed that P.A.S. and its degrada- 
tion product in the body, meta-aminophenol, produce a 
thyroid hyperplasia qualitatively comparable with, but 
quantitatively much less than, that induced by thiouracil. 
This hyperplasia can be prevented by the simultaneous 
administration of thyroid extract. 

Hanngren (1952), in a preliminary communication on 
radio-iodine studies of three patiénts before and during 
P.A.S. therapy, showed that P.A.S. inhibited the uptake of 
iodine by the thyroid. 

Astwood and his colleagues (1945) found that many amino- 
phenol compounds, including 4-aminobenzoic acid, had a 
goitrogenic effect. It is not surprising, therefore, that P.A.S. 
(4-amino-2-hydroxybenzoic acid) has been shown to have a 
similar action. 


Summary and Conclusions 


A case in which goitre and mild hypothyroidism 
occurred during treatment with P.A.S. and streptomycin 
is described ; the thyroid condition returned to normal 
within four weeks of discontinuing treatment. 

The literature, in which at least 10 similar cases are 
mentioned, is reviewed. 

It would seem that P.A.S. has a definite although 
feeble antithyroid action similar to that of the thiouracil 
drugs, and in a small proportion of patients receiving 
such treatment goitre and, possibly, hypothyroidism may 
develop without the dosage being excessive or the dura- 
tion of treatment very prolonged. Fortunately, the pro- 
cess appears to be reversible if the situation is realized, 
and the administration of P.A.S. stopped, before the 
myxoedema is severe. 


Our thanks are due to Dr. A. W. Spence and Dr. F. H. Young 
for permission to publish this case and to Professor J. Rotblat for 


the radio-iodine studies. 
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The Annual Federal Conference of the Flying Doctor 


_Service of Australia was opened in Sydney by Sir John 


Northcott, Governor of New South Wales, on April 20. 
During 1952 aircraft maintained at nine stations in the 
Australian outback made nearly 1,000 flights, covering just 
over 253,000 miles. 
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Polyarteritis Nodosa Presenting as Acute 
Diabetes Mellitus 


In view of the manner in which the following case presented, 
it is felt that it may be of value as yet another form in which 
polyarteritis nodosa may be encountered. 


Case REPORT 


The patient, a South Indian pipe-fitter aged 30, was 
admitted to hospital on December 17, 1951, having had fever 
and headache for three days. Three months previously he 
had been an in-patient for a disease that resembled enteric 
fever, and his serum at that time gave a Widal reaction of 
1 in 250 to Bact. typhosum H. He had a continuous 
high temperature for 20 days, but with relative brady- 
cardia and a palpable spleen. He was discharged after five 
weeks. The only medicine received was aspirin in small 
amounts. 


On examination his temperature was 102° F. (38.9° C.), 
pulse 110, respirations 28; no physical signs were found. 
Total white cells were 10,000 (74% polymorphs, 16% 
lymphocytes, 8% monocytes, 1% eosinophils, 1% basophils). 
No malaria parasites were seen. The Widal reaction was 
negative. His temperature fell to normal at the end of 72 
hours, and he was symptomless ; he had been given aspirin, 
5 gr. (0.32 g.) thrice daily, and Dover’s powder, 15 gr. (1 g.) 
at night, for three days. 

Early on the sixth morning he complained of severe pain 
in the left abdomen, lateral to the umbilicus ; there was deep 
tenderness in this area and the abdomen was soft. He was 
given + gr. (16 mg.) of morphine and 2 ml. of nikethamide 
intramuscularly. Later in the morning the tip of the spleen 
could be felt for the first time. At 3 p.m. he had a “fit,” 
observed by the nurse, which consisted of twitching of the 
face, both eyes, hands, and legs. After this he was very 
quiet for 10 minutes, but then became noisy and started 
throwing himself about the bed for 30 minutes; this was 
followed by a similar fit to the first. When seen by the 
doctor the patient was in coma, but the corneal reflex was 
present ; there were no localizing signs, but both pupils were 
widely dilated. ‘No reflex changes were found, but there 
were gentle squirming movements of both arms. His blood 
pressure was 120/80. 

A catheter specimen of urine showed a heavy cloud of 
albumin, sugar +, and acetone +. Many pus cells, 
a few red blood cells, and granulai casts were present in 
the deposit. The blood sugar was 265 mg. per 100 ml. 
Cerebrospinal fluid examination showed a yellowish fluid, 
under normal pressure ; proteins 0.04 g.% ; no globulin; 
chlorides 656 mg. per 100 ml.; a few red blood cells ; and 9 
lymphocytes per c.mm. The flow increased on jugular 
pressure. 

The following measures were taken on the assumption 
that this was a diabetic coma : normal saline intravenously, 
gastric lavage with normal sodium bicarbonate solution, 50 
units of insulin subcutaneously, and 2 gr. (0.13 g.) of pheno- 
barbitone sodium intramuscularly. 

He showed great restlessness, but this was controlled by 
4 ml. of paraldehyde intramuscularly and 1/100 gr. of hyo- 
scine. The blood sugar on the following morning (seventh 
day) was 50 mg. per 100 ml., and shortly after he vomited 
dark-brown material suggesting altered blood. He was still 
in coma. His blood pressure was 130/90. Urine was col- 
lected from an indwelling catheter, and penicillin, 1,000,000 
units four-hourly, was ordered. Urine output was only fair 
after substitution of 5% glucose in half normal saline ; the 
acidosis was controlled with small amounts of insulin, the 
carbon-dioxide-combining power rising from 29 to 60 vols.% 
over the next 48 hours, sugar and acetone disappearing from 


the urine. In addition the patient was given 8 g. of 
potassium chloride as a rectal drip of 2% potassium 
chloride over the next 24 hours. The chest remained free 
of adventitious sounds, though the temperature rose to 
100° F. (37.8° C.). 

On the ninth day the blood pressure rose to 170/115, with 
a pulse of 116. Intravenous therapy was stopped and 
2,000 ml. of 5% glucose in normal saline was given per 
rectum. There was no relief from the deep coma ; the urine 
continued to show albumin +, W.B.C. ++, R.B.C. +, but 
no casts, and it was acid. Ophthalmoscopic examination 
revealed early papilloedema but no disease of vessels and no 
exudates or haemorrhage. Plasma cholesterol was 70 mg. 
per 100 ml., and the Widal reaction was again negative. On 
this day it was noted that arterial pulsation in both femoral 
arteries ceased just below the groins and there were bilateral 
colour changes in the legs below the knees. The tempera- 
ture of both limbs was reduced. 

On the tenth day the blood pressure rose to 200/120 and 
the condition of both legs was the same. There was no 
change in his general condition ; he continued to secrete 
urine on a total rectal intake of 1,400 ml. He died quietly 
on the fifteenth day. The temperature rose terminally to 
102° F. (38.9° C.). 

Post-mortem Examination.—An emaciated male with bi- 
lateral dry gangrene of legs below the knees. The following 
points were of interest : (1) 2 oz. (28 ml.) of straw-coloured 
fluid in the pericardium; a small discoloured area in the 
posterior myocardium of the left ventricle suggesting a 
healed infarction. (2) Pleura and lungs appeared normal. 
(3) Liver showed an area of yellowish discoloration in the 
left lobe. (4) Greater omentum showed a small area of 
greenish discoloration in its free edge. (5) Pancreas appar- 
ently normal. (6) Spleen showed a massive infarct. (7) Both 
kidneys showed massive infarcts progressed to necrosis. 
Adrenals apparently normal. (8) The brain showed no 
evidence of meningitis, abscess, haemorrhage, thrombosis, 
or emboli. The pituitary fossa and pituitary gland were 
apparently normal. 

Histological examination showed an acute arteritis in both 
the larger and the smaller vessels, well seen in the femoral 
arteries and the arteries of the spleen, liver, brain, and 
kidney. There was a panarteritis with degenerative changes 
in the intima and media of both arterioles and larger vessels, 
with considerable perivascular inflammatory cell reaction 
and penetration of all layers. In the afferent arterioles of 
the kidney, fibrinoid degeneration was seen with arteriolo- 
necrosis. ‘The aneurysmal formation in the larger vessels 
was of interest in that it is seldom seen in the modern form 
of polyarteritis (Robb-Smith, 1952, personal communication). 


COMMENT 


In this case the only known possible antigens were the 
Bact. typhosum and aspirin, but the former rests only on 
the evidence of a positive Widal reaction, which may have 
been an anamnestic reaction in the absence of positive blood, 
stool, or urine cultures. 

During the patient’s last illness the diagnosis of poly- 
arteritis nodosa was not considered until the appearance of 
bilateral arterial block in the legs. Then in retrospect 
the onset of acute abdominal pain followed by convulsions 
and cerebral vascular accident suggested the diagnosis. The 
absence of an eosinophilia was not thought to be of 
significance. 

It is believed that the acute diabetes was due to an 
associated acute haemorrhagic pancreatitis. 


My thanks are due to Dr. A. H. T. Robb-Smith, of Oxford, for 
kindly giving his opinion on the sections, to Dr. W. B. Roantree, 
late Chief Medical Officer, Kolar Gold Field, and to Messrs. John 
Taylor and Sons (India), Ltd., for permission to publish this 
case. 

GEOFFREY FFRENCH, M.D., 
Senior Assistant Medical Officer, Kolar Gold Field. 
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NEW TEXTBOOK OF MEDICINE 


Medicine. bs 3 I and II. Edited by Hugh G. Garland, 
T.D., M.D., F.R.C.P., and William Phillips, M.D., F.R.C.P. 
(Pp. 2,146; 167 pages of art plates, jin colour. £6.) 


London: Macmillan and Co. 1953. 
The publication of a new textbook of medicine in two 


‘volumes and costing £6 would in any event be a major 


happening in British medicine. In the present instance it is 
even more exciting because Garland and Phillips have made 
the experiment of writing a textbook which attempts to 
describe and integrate the whole work of the physician. 
The dilemma of modern medicine is the increasing accumu- 
lation of knowledge and the great variety of approaches to 
the patient. Recent authors and editors have met this 
dilemma in different ways. The Edinburgh school, under 
the leadership of Professor Davidson, produced a short 
textbook last year by means of being exclusive and by 
omitting much that many of us would feel properly belongs 
to internal medicine. Harrison and his colleagues in 
America produced an extremely large book, of which per- 
haps a half consisted in morbid physiology or phenomeno- 
logy—to my mind a somewhat unfortunate legacy of 
Mackenzie and Lewis to the modern generation of medical 
students—while the other half consisted in a rather short 
clinical account of disease which did not interdigitate exactly 
with the physiological section. Price in this country, and 
Cecil and Loeb in America, have adhered to the type of 
textbook in which organic disease, as met in the consulting- 
room and clinic, is treated in a relatively encyclopaedic 
fashion, so that their books can be used as working manuals. 
Although this type of book is in the direct line of descent 
from Osler, the philosophy of medicine and many of its 
social and psychological aspects are deliberately eschewed. 

Garland and Phillips have tried to be inclusive and to 
produce a whole out of the ordered grouping of the units, 
like Smuts in his philosophy of holism. The unique quality 
of their book is shown by the fact that of the forty-two 
contributors there are only about eleven whom I should 
feel justified, or shall I say invulnerable, in picking as 
examiners in medicine in the final examination. A large 
part of the first volume is devoted to subjects which have 
hitherto been confined to semi-philosophical treatises, such 
as Clark-Kennedy’s Medicine or Halliday’s Psychosocial 
Medicine, or else to special monographs as, for example, 
aviation medicine and industrial medicine. To the general 
physician this unconventional first volume is intensely inter- 
esting, and I know colleagues who are reading steadily 
through it, evening after evening, with manifest delight. 

The more conventional remainder of the book probably 
contains as much as any ordinary person needs to know 
about internal medicine. There is, perhaps, less detailed 
information about organic disease than in Price or Cecil, 
and rarities such as gynaecomastia and the Klinefelter syn- 
drome are not indexed. Some common things are also 
omitted, such as the importance of chronic bronchitis in 
the aetiology and prognosis of pneumonia at the present 
time. It is, of course, always possible for the specialist to 
look through a book and find minor faults. It is not true, 
as here stated, that subacute combined degeneration is con- 
fined to pernicious anaemia and total gastric resection ; it 
is found occasionally, though rarely, in association with the 
macrocytic anaemia of steatorrhoea and intestinal stenosis. 
It is also not true that in subacute combined degeneration 
liver is effective only by the parenteral route, as a reading 
of the paper published by Suzman in 1931 will show. It 
would be easier to understand the mechanism of pernicious 
anaemia if liver or liver extracts by mouth, usually of 
course in high dosage, had not been shown to be effective 
in subacute combined degeneration. 

It is not always easy to find the name of the writer of 
the section one is reading, and I must confess that I hanker 


after a few references or footnotes. It would be a useful 
luxury if the complete index could be inserted at the end 
of the first volume as well as the second. The Achilles’ 
heel of any large textbook of medicine nowadays is treat- 
ment, for the larger the book the slower the interval between 
the writing of the article and publication. Neither terramycin 
nor iso-nicotinic acid hydrazide is indexed, nor is there 
mention of aplastic anaemia after chloramphenicol. The 
tempo of the writing is irregular, and it is something of a 
shock to turn from the leisurely story of little John and 
his fantasies of aggression, so happily illustrating the 
Freudian dialectic, to the austerity of the passage on cystic 
disease of the lungs. Indeed, the reader must constantly 
remind himself that Garland and Phillips, like the Walrus 
in Alice in Wonderland, are deliberately talking of cabbages 
and kings. 

As I have said, this is an experiment and an exciting one. 
Time will show how successful it is, but all teachers of 
medicine will thank Garland and Phillips and their team for 
having made the experiment and having put such an im- 
mense amount of labour into it. In spite of multiple 
authorship, the general framework is closely knit and the 
clinical articles read smoothly. There are many reproduc- 
tions of radiographs, and most of them are excellent. The 
book is beautifully produced, and is in every way a credit 
to British medicine. 

L. J. Wirts. 


OBSTETRICS IN GENERAL PRACTICE 


A Guide to Obstetrics in General Practice. Professor 

William C. W. Nixon, M.D., F.R.C.S., F.R.C.0.G., and 

Eric B. Hickson, M.R.C.S., L.R.C.P., D.Obst.R.C.O.G. 

(Pp. 301. £1 10s.) London: "Staples Press. 1953. 

With the rapidly changing face of obstetrics in general, 
and of the scope and nature of domiciliary midwifery in 
particular, the information and instruction offered to the 
general-practitioner obstetrician by the standard under- 
graduate textbooks is not always appropriate to his needs. 
This contention is implied, if not stated, by Professor Nixon 
and Dr. Hickson. But in setting out to remedy this defi- 
ciency perhaps their most difficult task was to decide on 
the subjects for inclusion and for emphasis. It is 
characteristic of the care and trouble they have taken 
with this book that in making this decision they did 
not rely merely on their own wide experience, one 
in consulting and hospital practice, and one in general 
practice, although this must have served as a very reliable 
guide. They also paid attention to every obstetrical prob- 
lem which appeared in the “ Any Questions?” column 
of this Journal during five years, and they analysed the 
reasons for midwives’ calls to doctors in one county during 
two years. 

With this basis the authors have given us a book of 
reasonable size and price, which deals essentially with day- 
to-day practical issues. Thus, they dismiss the cause of 
toxaemia of pregnancy as unknown, and the valuable space 
saved by avoiding a discussion on theories is devoted to a 
detailed account of the diet suitable for this or for some 
other complication of child-bearing. Again, they omit the 
technical minutiae of operations such as internal version or 
bringing down a leg in favour of detailed advice on matters 
such as low-forceps delivery, analgesia and anaesthesia, and 
post-partum haemorrhage. They pay proper attention to 
such subjects as the management of those common upsets 
and symptoms of pregnancy which are labelled “ minor” 
only by those who have never experienced them: the pre- 
paration and education of the expectant mother and father ; 
the matters requiring the attention of the attendant during 
normal labour; the management of the healthy and sick 
newly born child; breast-feeding and its problems; and 
indeed many of those aspects of midwifery which in the 
past have been neglected by the doctor and left rather to 
the midwife. 

What are the doctor’s responsibilities by way of certifi- 
cates and notifications in relation to childbirth? What 
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advice is to be given to a woman wanting to adopt a baby, 
or to have one adopted ?, All manner of practical issues 
such as these are raised and answered in a simple authorita- 
tive way—one in which the idealistic and academic outlook of 
the head of a teaching unit, accustomed to working under 
the best hospital conditions, is tempered by that of a general 
practitioner, who knows only too well the limitations as 
well as advantages imposed by attending a woman in her 
own home. The two authors have also not hesitated to 
obtain help from other authorities, one of these being 
Dr. H. Waller, who discusses breast-feeding. They and 
their associates deserve commendation for their common 
sense and courage in deliberately omitting so much of the 
academic and specialist aspects of obstetrics in the interests 
of producing a book which should prove a real help to 
those who undertake, or propose to undertake, midwifery 
as part of their general practice. 
T. N. A. JEFFCOATE. 


CLINICAL MISTAKES 


Klinische F peagnrees. 
rp. 480; 209 figures. 


M. Biirger. 
M.58. 503. St = : Georg Thieme. 


Mistakes in diagnosis have come to all of us, and we are 
only too happy to forget them. To gather them together 
and to build from them the brilliant account which this 
volume presents was an inspiration of genius. The author 
first considers what we ought to aim at in diagnosis, point- 
ing out that at the present day such terms as debility, dropsy, 
jaundice are altogether inadequate, and that we should never 
be satisfied until we have placed our finger upon the essential 
abnormality of structure or function which underlies the 
illness or disability of which, the patient complains. He 
points out what a snare laboratory tests and x rays may 
prove to be by revealing abnormalities which are irrelevant 
to the real diagnosis, and pleads for the incalculable value 
of the eye and hand of experience. 

But the greater part of the book is devoted to clear and 
accurate descriptions, well illustrated, of cases in every field 
of medicine and surgery where errors in diagnosis have 
occurred. Each case is carefully analysed to see how a 
mistake might have been avoided and how it actually arose. 
At every turn one feels the vast experience and clea; insight 
which lie behind it all. Both in conception and in execu- 
tion the book is unique. It is well worthy of translation. 
To anyone engaged in the practice and still more in the 
teaching of medicine or surgery it will be an inspiration. 


HENRY SOUTTAR. 


AUSTRALIA AT WAR 


Clinical Problems of War: Australia in the War of 1939-1945. 
Volume I Allan .S. Walker, M.D., Ch.M., F.R.A.C.P. 
(Pp. 726; illustrated. £1 15s.) London: An and 
Robertson ws. + ae = he Street, W.C.1), on behalf of the 
Australian War Memorial. 
This is a very long book. It is both comprehensive and 
selective. On the one hand it deals with the whole of war 
medicine and surgery, with tropical diseases, systemic affec- 
tions, nutritional problems, psychiatry, wound treatment in 
general and the surgery of the regions and the specialties, 
and with the special aspects of medicine and surgery in 
captivity. On the other hand it is concerned only with the 
experiences of the medical services of the Australian Forces ; 
it discusses their methods and their results and it quotes 
their writings. Though some of the chapters, such as those 
on chemotherapy and traumatic shock, take a broader view, 
it is more concerned with detail than with a general survey. 
It reports the war much as a pathologist might report on 
a malignant tumour from the examination of a biopsy 
specimen from a part of it, describing the appearances seen 
under the oil immersion. As a whole it is tough reading, 
but in detail it provides a valuable record that will be of 
great assistance to future historians. 








In some aspects the views expressed are at variance with 
those of others who went through the same campaigns. It 
would be interesting to know whether the recommenda- 
tion that compound fractures should be plated under peni- 
cillin cover is supported by a review of the after-history 
of cases so treated. 

The most valuable thing about this book to the general 
reader is that it gives a picture of war medicine and surgery 
under conditions of real war, where the medical officers 
are doing all that is possible under impossible conditions, 
when transport fails, supplies are unobtainable, and the 
assaults of the enemy and the forces of Nature forbid any 
but makeshift methods, In the Western Campaigns such 
conditions were found only for a short time in 1941. After 
the battle of Alem Halfa in August, 1942, the medical 
services could leave the possibility of serious interference 
with their plans by the enemy out of the question. The 
Australian Forces in New Guinea and the Pacific faced 
conditions that can be inferred from their writings and 
the results, and realized even more clearly from the excel- 
lent illustrations which form such a striking feature of this 


book. 
HENEAGE OGILVIE. 


BLOOD COAGULATION 


Human Blood Coagulation and its Disorders. ry ak G, 
Biggs, B.Sc.(Lond s a 4 xr ‘oronto) —~ D. Lone G6 and R. 


ae, 
figures. £1 1 635 Be Biackweil Scientific Poblic. 


tions. 1953. 
In recent years studies on blood coagulation have assumed 
such complexities that many workers in this field find it 
difficult to keep abreast of current progress. This is the 
book for which many have been waiting. Drs. Biggs and 
Macfarlane consider the factors known to take part in the 
mechanism of clotting and point out where nomenclatures 
overlap and where experimental observations may be related 
to one another. Each chapter is summarized to facilitate 
rapid reference. 

Of the book’s twenty chapters the first seven are on coagu- 
lation factors, thrombin, fibrinogen, prothrombin, thrombo- 
plastin, factors V and VII, and the natural inhibitors of 
clotting. There are also chapters on clot retraction, 
fibrinolysis, anticoagulants, and the basic pathological 
coagulation phenomena met with in disorders of the ciotting 
mechanism. Part II covers abnormalities observed clinically 
in patients. The authors discuss fibrinogen deficiency, 
haemophilia, thrombocytopenia, hypoprothrombinaemia, 
and anticoagulants, together with laboratory methods for 
the investigation of such conditions. Finally, they con- 
sider haemostasis and the significance to the body of coagu- 
lation. Technical methods of many tests frequently used 
in the study of these problems are set out in appendices. 

This should prove a most useful book to anyone con- 
cerned either clinically or experimentally with blood 
coagulation. Its lucidity of style makes it suitable for 
recommendation to undergraduate students anxious to learn 
more than is usually found in textbooks, while for post- 
graduates and physiologists it should help to clarify many 
complex theories. Its general format, with copious sub- 
headings, makes it easy for reference on specific points. 
The line diagrams are clear and self-explanatory, the 
index is good, and the. printing and general production 
are satisfactory. It is inexpensively priced at 32s. 64d., 
an important feature in specialized publications of this 
kind. 

The authors have produced a readable and understand- 
able book on a difficult subject. They have brought 
together many controversial studies and, as far as possible, 
produced an intelligible general picture of present knowledge. 
The width of their view is indicated by the 900 references 
to original papers quoted in the text. This is undoubtedly 
the most important book on blood coagulation to have 
appeared in Britain for many years. 

H. PAYLING WRIGHT. 
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HOMAGE TO LIND 


In 1753, with George II on the throne and only six 
years after the defeat of Prince Charles Edward Stuart 
at Culloden, James Lind published the first edition of 
his Treatise on Scurvy. He was a medical graduate 
of Edinburgh University who had followed his pro- 
fession as a ship surgeon in the Navy. In those days 
the perils of the sea were reinforced by the frequent 
appearance of scurvy, which afflicted most crews that 
had been afloat for more than a few weeks. Thus in 
a voyage spent harassing the Spaniards in the South 
Seas Lord George Anson had recently buried about 
three sailors out of every four in his squadron as vic- 
tims of the disease. These losses were incurred even 
though the protective action of fresh foods, and par- 
ticularly fruits, was widely, if only vaguely, realized. 
Lind’s contribution to the eradication of the disease 
can therefore hardly be classed as an original dis- 
covery. But he performed an immense service for 
humanity by correlating the experience of previous 
authorities, by distinguishing between truth and error, 
and by finally putting his theories to experimental 
tests. In H.M.S. Salisbury, a 50-gun fourth-rater, he 
dosed six pairs of scorbutic seamen with the supposed 
remedies then in favour, which included cider, elixir 
vitriol, vinegar, sea water, oranges and lemons, and 
an electuary made with garlic, mustard seeds, and 
other ingredients. Both the seamen given the oranges 
and lemons improved rapidly, and one was completely 
healed after receiving the fruit for only six days. 
Among the rest of the seamen, those given the cider, 
which unfortunately had gone sour, finished the fort- 
night of the trial in a better condition than any of 
the others. 

Some forty years later, and two years after Lind’s 
death, the force of his treatise impelled its way through 
the slowly moving machinery of the eighteenth cen- 
tury Admiralty, and provision was made for an allow- 
ance of lemon juice for every seaman. Except for 
the unfortunate substitution of the inactive lime juice 
for lemon juice half a century later the practical 
problem of preventing scurvy was solved. Dr. C. P. 

1 Published by the Edinburgh University Press, price 45s. __ 
2Preliminary Report of the Vitamin C Subcommittee of the Accessory 


Food Factors Committee of the Medical Research Council, Lancet, 1948, 1, 
853. See also leading article in British Medical Journal, 1948, 2, 828. 





Stewart and Dr. A. P. Meiklejohn, therefore, are to 
be congratulated for their happy idea of organizing 
a symposium of the Nutrition Society to mark the 
bicentenary of the appearance of the Treatise, and to 
blend a historical appreciation of Lind’s work with 
modern developments on vitamin C. ' A fortnight ago 
-they drew together at the University of Edinburgh a 
distinguished international gathering, which included 
most of the best-known authorities on the subject.* 
A series of interesting papers ranged from the early 
investigation of scurvy and of the antiscorbutic vita- . 
min, by Dame Harriette Chick, to the role of chromo- 
somes in the synthesis of ascorbic acid in plants and 


‘animals, by Drs. Mapson and Isherwood. Members 


of the conference were received at the Royal College 
of Physicians of Edinburgh, of which Lind was once 
a member, by its President, Dr. W. A. Alexander. 
Sir Sheldon Dudley, who was awarded the honorary 
degree of doctor of laws of Edinburgh University by 
Sir Edward Appleton, F.R.S., gave the Lind Oration 
on May 22, and the proceedings also included a 
formal lecture on “ The Impact of Vitamin Research 
on the Practice of Medicine” by Dr. Sydenstricker. 
The celebrations concluded with a light-hearted 
dinner composed mainly of rich sources of vitamin 
C, including scurvy grass as a garnish, adrenal cap- 
sules dressed with paprika, and parsley as a savoury. 

To coincide with the conference Drs. Stewart and 
Douglas Guthrie have produced a new edition of 
Lind’s Treatise.‘ This has been reinforced by notes 
on modern developments, for which the editors have 
enlisted the help of various authorities. The book 
makes fascinating reading, and few will disagree with 
the editors when they say that Lind’s writing is sur- 
prisingly modern both in style and in outlook. “In 
order to make way for the restoration of solid learn- 
ing” he found it necessary to “ expunge all terms as 
were contrived to give an air of wisdom to the 
imperfections of knowledge.” In spite of our ability 
to prevent scurvy, moreover, some of the problems . 
which faced Lind are still awaiting solution. He 
considered that the predisposing cause of scurvy was 
constant exposure to damp air and that diet was only 
the secondary cause. Thus, in his experience, sailors 
would contract scurvy at sea within a few weeks, 
even when they were given much the same diet as 
would keep them in health for months on land. He 
observed that scurvy was most apt to afflict those 





*Vice-Admiral Sir Sheldon Francis Dudley, F.R.S., and Surgeon 
Rear-Admiral J. Hamilton represented the Royal Navy. Sir 
Edward Mellanby, F.R.S., Dame Harriette Chick, Professor H. A. 
Krebs, F.R.S., Professor R. C. Garry, end Drs. L..J. Harris, 
L. W. Mapson, and F. A. Isherwood were other British represen- 
tatives. merica was represented by Drs. C. G. King, V. P. 

denstricker, J. H. Crandon, R. M. Kark, and W. J. Darby, 

rance by Drs. H. Gounelle and H. Tenlon, Belgium by Professor 
E. J. Bigwood, and Holland by Dr. M. van Eekelen. 
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who were indolent or melancholy by nature. Alco- 
holic spirits, but not wines or beer, tended to precipi- 
tate scurvy. Fever made the sailor prone to scurvy, 
and scurvy in turn increased liability to fevers. Two 
hundred years ago, therefore, Lind recognized the 
conception of “ secondary ” or “ conditioned ” dietary 
deficiencies which is still a fertile field for modern 
research. It would have caused him no surprise if 
he could have known that the conscientious objectors 
at Sheffield who volunteered to subsist on a diet 
deficient in vitamin C developed only slight signs of 
scurvy after four to six months.* They spent their 
nights in dry beds, not in wet hammocks. He would 
have been intrigued by American work which sug- 
gests that good temper depends on a high concen- 
tration of ascorbic acid in the blood. The failure 
of Dr. Kark to influence the ascorbic acid metabolism 
of his soldiers by exhausting marches through the 
snow, or by an overnight flight between regions of 


extreme heat and extreme cold, would have come . 


as a Challenge to his powers of observation and ex- 
periment. When we remember also his other treatises, 
which did much to abolish typhus from the Navy and 
to improve its general hygiene, we may well regard 
him as the true founder of the Royal Naval Medical 
Service. We may also rejoice with Sir Sheldon 
Dudley that the Lind tradition is still alive to-day. 








PENICILLIN IN TISSUE FLUIDS 


It has often been claimed, and is widely believed, 
that a large dose of aqueous penicillin exerts a much 
more prolonged effect than the rate of its elimina- 
tion from the blood would suggest. The high concen- 
tration initially attained is said to facilitate diffusion 
from the blood into foci of infection where the penicil- 
lin remains and continues to act long after the blood 
has been cleared of it. That this is true of certain 
types of lesion there can be no doubt: it was first 
proved by Florey, Turton, and Duthie’ in a study of 
the penicillin content of exudates in wounds in a more 
or less chronically septic condition. After an intra- 
muscular dose of 100,000 units penicillin was always 
present in the exudate after eight hours, often after 
twelve, and sometimes for even longer. Ungar’ 
reported similar findings in abscesses experimentally 
induced in rabbits by the intramuscular injection of 
turpentine. Weinstein, Daikos, and Perrin® planted 
fibrin clots subcutaneously in rabbits, and, by remov- 
ing them at intervals after an injection of penicillin, 
digesting them, and assaying their drug content, 
showed that it persisted much longer in them than 
in the blood. 


The more cautious have questioned the applic- 
ability of these findings to other kinds of lesion. 
That they apply to a focus into which exudation is 
proceeding and in which the exudate accumulates is 
evident from the findings of Florey and his colleagues. 
What has not been proved is that they are true of an 


- area of acute inflammation without tissue breakdown, 


fully and indeed excessively supplied with blood, and 
with adequate lymph drainage. This describes the 
earlier stages of many infections of various tissues for 
which penicillin is used, and it is important to know 
how long the drug may be expected to remain effec- 
tive in such an area after a known dose. This ques- 
tion has been re-examined by Eagle and his co- 
workers,* to whom we owe much of our more exact 
knowledge of the mechanism of penicillin action. 
They injected a measured large inoculum of haemo- 
lytic streptococci intramuscularly in one hind leg of 
mice and followed this two hours later with a single 
dose of sodium penicillin, varying from 0.05 mg. to 
50 mg./kg., into the other leg. Groups of mice were 
killed at intervals of one and a half to fifteen hours, 
the infected muscle being removed, emulsified in a 
Waring blender, and cultivated quantitatively. It was 
thus possible to plot curves showing the progressive 
destruction of the streptococci while the drug was 
acting and their subsequent growth when its effect was 
lost. Regardless of the size of the dose, the initial 
killing proceeded at the same rate. That there is no 
advantage in high concentrations of penicillin per se 
has been shown before by Eagle*® himself and by 
others. At the end of the period for which a given 
dose is known (from the authors’ previous studies) 
to provide a blood concentration effective against 
streptococci, the rate of killing almost immediately 
fel! off, and was succeeded by slow multiplication 
within three hours. Even the two largest doses, 
equivalent to 1 and 4 million units in a man, had 
ceased to kill after six hours, and rapid multiplica- 
tion followed them after six and nine hours 
respectively. 

These findings need to be interpreted with 
the reservation that penicillin is eliminated more 
rapidly by the mouse than the human kidney, but 
the fact remains that the effect of large doses was 
not much more prolonged than that of small ones 
after the point at which the blood concentration fell 
below the critical level. These experiments seem to 
afford inescapable proof that in normal tissues, or 





1 Lancet, 1946, 2, 405. 

2 Ibid., 1950, 1, 56. 

3 J. Lab. clin. Med., 1951, 38, 712. 

4Ibid., 1953, 41, 122. 

5 J. exp. Med., 1948, 88, 99. 

6 Proc. Soc. exp. Biol. (N.Y.), 1948, 69, 297. 
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tissue in the earliest stages of inflammation, the sup- 
posed persistence on which the policy of large infre- 
quent doses of aqueous penicillin depends is a myth. 

A method previously used by Ercoli and his 
colleagues* provides another approach to the prob- 
lem. These workers gave the drug first and an 
inoculum of bacteria at intervals after it, and claimed 
to have shown that protection is still afforded after 
penicillin has ceased to be detectable in the blood. 
As Eagle and his colleagues point out, Ercoli used 
procaine penicillin in oil, which continues to be 
absorbed in slowly diminishing amounts for a long 
period, and may thus affect a highly sensitive 
organism for some time after it has ceased to be 
assayable. In their own experiments, in which a 
large dose of aqueous penicillin was followed at 
intervals by inoculation with pneumococci or strepto- 
cocci in mice or streptococci (group B) in rabbits, 
there was a high mortality even in animals inocu- 
lated about one hour before the blood penicillin had 
fallen below the effective level. There is only one 
further reservation to be made before translating such 
findings to the clinical field: they evidently apply 
only to the non-immune animal, and few patients are 
as susceptible to their infections as mice are to highly 
virulent pneumococci and streptococci. When the 
body itself can also put up some resistance, bacterial 
recovery from a dose of penicillin may perhaps be 
slower. Similar studies need therefore to be made in 
animals partly protected by antibodies, and this 
interesting and almost entirely unexplored field 
Eagle and his colleagues are now investigating. 
Unless these further studies reveal an_ entirely 
different picture, the appropriate conclusion seems 
to be that, in certain forms of infection at least, 
“depot” preparations of penicillin, giving a moder- 
ately high blood concentration for many hours, are 
theoretically preferable to infrequent doses of aqueous 
solutions, however large. 








MEDICAL AUXILIARIES 


The decision of the Minister of Health in March this 
year not to implement the recommendation of. the 
Cope Committee came as a great disappointment to 
those who wish to see the position of medical 
auxiliaries firmly established within the medical 
firmament. In 1933 the Representative Body of the 
B.M.A. approved the establishment of a national 
register, and in 1936 the Board of Registration of 
Medical Auxiliaries was incorporated. The Board is 
a voluntary organization. With the advent of the 


National Health Service the question of a statutory 
register took on a new and more urgent look. In 1949 
what has come to be known as the Cope Committee 
was set up by the Government. The work was done 
by eight committees dealing with eight different 
auxiliary services. The report of the Cope Committee 
was published in 1951,’ and two years of rumour 
about the fate of its recommendations were brought to 
a head by Mr. Macleod’s announcement in the House 
of Commons on March 19 of this year. It was a long 
time to wait for such a meagre conclusion. 

Mr. Macleod gave as his reason for inaction his 
belief that “there was insufficient agreement on 
fundamental matters to proceed with statutory regis- 
tration on the lines proposed by the Cope Commit- 
tees.”* There were, it is true, three minority reports 
to the Cope Committee Report, in which representa- 
tives of the almoners, the occupational therapists, the 
speech therapists, and the physiotherapists dissociated 
themselves from certain conclusions of the Report. 
Among such a wide range of medical auxiliary activity 
such disagreement was bound to arise. Some objec- 
tion was raised, for example, to the term “ medical 
auxiliary ”: could this be applied equally to almoner 
and laboratory technician ? Surely all these valuable 
workers help in the work of medicine even though 
not medical men and women themselves. And what 
more convenient word than auxiliary could be found 
to express this ? And there have been disputes about 
who should be included among the physiotherapists. 
Objection was also raised to the predominance of the 
medical profession on the council recommended in 
the Cope Report to administer a system of statutory 
registration of medical auxiliaries in the National 
Health Service. But the report showed that a majority 
in every committee was in favour of a statutory regis- 
ter and the setting up of a central council to keep it. 
Every medical man on every committee supported 
this recommendation, and to ignore this weight of 
opinion, as Mr. Macleod seems to have done, is, to 
say the least, unfortunate. 

What the public needs first and foremost—and the 
medical profession—is a guarantee that medical 
auxiliaries are adequately trained in their work. Any 
system which allows half-trained persons to treat 
patients cannot possibly be countenanced by doctors 
whose ultimate responsibility for the care of patients 
it is, by.the medical auxiliaries themselves, or by the 
public. Public and profession alike must be able to 
identify properly trained medical auxiliaries by 
reference to a statutory register, admission to which 


1 British Medical Journal, 1951, 1, 869 and 877. 
2 Ibid. , 1953, 1, 736. 
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must offer safeguards parallel to those for admission 
to the medical, dental, and nursing registers. Statutory 
registration confers not only safeguards but also status 
on those registered. As Lewis and Maude have 
shown, there is a growing clamour for professional 
status among persons following a wide variety of 
vocations. This is a movement which must command 
sympathy in the established professions. Yet it is 
not just arrogance in the medical profession that 
claims that medical auxiliaries should come under 
the wing of the doctor. In the medical profession 
itself there is concern at increasing specializing among 
doctors, and at the apparent consequent weakening 
of the influence of the general consultant and the 
general practitioner. There is a very great danger in 
the attempts to foster independence of medical 
auxiliaries from the medical profession—in fostering 
further specialization outside the control of the doctor, 
on whom ultimate responsibility for the patient must 
ultimately lie. Such a trend is not in the interests 
of the public, nor, indeed, in the interests of that 
indispensable and growing barid of workers known 
as medical auxiliaries. It is, for example, the close 
voluntary association with doctors that has been 
largely responsible for the fine work done by the 
chiropodists, especially in the evolution of their 
excellent course of training. As more and more skills 
develop, and as the division of labour grows ever 
more refined in the field of health, the more necessary 
it becomes to co-ordinate all this work under medical 
guidance. We can only hope that the Minister of 
Health will look into this matter once more, and, too, 
that we shall not see in the regulations he may issue 
on the work of medical auxiliaries anything that may 
undermine the steady uphill efforts of those who have 
had this matter at heart during the past twenty years. 








PREVENTIVE WORK IN HOSPITALS 


Preventive medicine as a hospital function was one 
of the main themes of the eighth International Hos- 
pital Congress held last week in London. The 
promotion of health and protection against particu- 
lar diseases—the most important aspects of preven- 
tive medicine—depend only slightly on hospitals, 
though they must be based in part on knowledge 
established by hospital research workers. Thus, as 
Dr. Godber told the Congress, the organization of 
the British National Health Service does not place 
the hospital in the forefront of the national pro- 
gramme of preventive medicine ; the hospitals’ part 
in preventive work is a supporting one, but the sup- 


port should be active and neither grudging nor 
condescending. ; 

Some recent circulars from the Ministry of Health 
about the control of infection in hospitals are a 
reminder of certain special problems in preventive 
medicine. For, despite the decline of the ordinary 
infectious diseases, hospitals carry their own serious 
environmental hazards of infection among patients 
and staff, and constant vigilance is necessary. Over- 
crowding of in-patient departments, and more notice- 


‘ably of out-patient departments, is not so rare as 


might be hoped, and it constitutes what ought to be 
an avoidable danger to the health of patients and staff. 
Nor is the food served to in-patients always of a sort 
apt to stimulate a sense of well-being. But plenty of 
fresh air, sunlight, and appetizing food ought to be 
prominent among the hospital’s preventive-medicine 
work. Hospitals should set a good example in such 
matters and also in the effective immunization of staff 
against such diseases as smallpox and diphtheria— 
and, we may now hope, tuberculosis. While it may not 
be in the forefront of the national programme of pre- 
ventive medicine, the hospital service is the most con- 
spicuous part of the Health Service ; any failing on 
its part to secure health promotion and specific pro- 
tection against particular diseases for hospital patients 
and staff sets a bad example which may have wide- 
spread repercussions. 

Early recognition and prompt treatment of disease, 
important features of preventive medicine, are fully 
within the province of hospitals in partnership with 
general practitioners. Unfortunately, long waits for 
out-patient consultation and for admission are still 
too common. Great expansion of general hospital 
in-patient accommodation in the near future is un- 
likely ; indeed it is doubtful whether many more 
general hospital beds are required throughout the 
country as a whole. But many hospitals lack 
adequate facilities for consultative out-patient work 
and for pathological and x-ray investigation of both 
in-patients and out-patients. Despite the great ex- 
pansion of specialist medical staff since July, 1948, 
more consultants are required if, soon after request 
by a general practitioner, all patients are to be seen 
by an appropriate consultant able to give adequate 
time personally for examination, diagnosis, prognosis, 
treatment, and follow-up. Hurried work is often poor 
work, and the evil of excessive litigation against hos- 
pital staff may indirectly bring benefit if it impels con- 
sultants to demand reasonable time to deal carefully 
with each patient. 

The early recognition of disease is seriously 
impeded in most hospitals by inadequate consulta- 
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tive out-patient accommodation. Here two pertinent 
sentences may be quoted from the interesting paper 
given by Professor Vines at the Congress: 

“ As an immediate step a programme might be devised 
to raise the importance of the polyclinic services to a 
level more comparable with the service accorded to in- 
patients, and some principle might be accepted to the 
effect that all general hospitals of 100 beds or more 
should offer out-patient services varying in scope from 
a full range of specialisms at the largest hospitals to a 
minimum of general medicine and general surgery at 
the smallest. The aim of the service would be directed 
to keep the patients out of the hospital beds as far as 
possible, in contact with their home life and even with 
their normal occupations.” 


A programme such as that would be very much 
cheaper to carry out than would a large expansion 
of in-patient accommodation. Unfortunately there is 
risk now that recognition of the just claims of mental- 
health and mental-deficiency hospitals for a fair share 
of capital and running-cost expenditure, entailing 
greatly increased in-patient accommodation, will push 
the necessary expansion of general hospital out-patient 
accommodation into the background again. 

A further aspect of preventive work is limiting the 
patient’s disability and rehabilitating him. Here it 
may be doubted whether the lessons about hospital 
rehabilitation learnt in the last great war are being 
remembered. In particular, the question arises 
whether there is a reasonable future for physicians 
in charge of the physical medicine services in hos- 
pital groups. It will be most unfortunate if hospitals, 
preoccupied by discussions about preventive medicine 
as a hospital function, and misled by certain exagger- 
ated and false claims that they are the centre of all 
health services, should fail in one of their own pre- 
ventive functions—helping the patient to attain the 
highest possible degree of recovery. There is still a 
tendency to regard hospital rehabilitation as some- 
thing confined to the orthopaedic department, and to 
forget that a physician skilled in physical medicine, 
acting in consultation with the other clinical consul- 
tants, is an essential member of the medical team in 
a hospital group. A director of physical medicine can 
deal with a population of a quarter of a million or 
more ; he can save much expenditure on physiothera- 
pists by eliminating unnecessary physical-medicine 
treatment ; and he is the doctor most likely to main- 
tain liaison with the other rehabilitation services out- 
side the hospital service: it therefore appears short- 
sighted policy to allow so slow an increase in 
the number of physicians in charge of physical- 
medicine services, and such meagre development of 
rehabilitation departments, as we have seen since 
July, 1948. 


ALCOHOL AND BARBITURATES 


Alcohol and barbiturates are among the drugs most 
often taken in Britain and the U.S.A. It is somewhat 
remarkable therefore that so little is known about the 
effects of taking them in combination. When two drugs 
are administered together they may help or oppose one 
another. The first type of effect is called synergism, the 
latter antagonism. If the combined effect is no greater 
than the sum of the effects of each drug separately, their 
actions are.said to be additive ; if it is greater, they are 
said to potentiate one another. These phenomena and 
methods for their investigation are well explained by 
Gaddum.' Unfortunately, bacteriologists appear to use 
the term synergism where pharmacologists would speak 
of potentiation.” . 

It is hardly surprising that alcohol and the barbiturates 
are synergistic, since each separately may, in appropri- 
ate doses, cause excitement from loss of cortical control, 
sleep, anaesthesia, or death from paralysis of the respi- 
ratory centre. Observations on animals, however, sug- 
gest that these drugs are not only synergistic but actu- 
ally potentiate each another.* Thus alcohol potentiated 
the effect of sodium pentobarbitone after injection into 
rabbits,‘ and barbiturates injected into mice potentiated 
the effect of inhaled alcohol.® 

In these observations statistical methods were used to 
overcome variations in susceptibility between different 
animals. It is far more difficult to assess the significance 
of the few recorded observations on the combined effect 
of alcohol and the barbiturates in man. Great natural 
variations in susceptibility to both drugs occur. A sub- 
ject used to taking alcohol is unlikely to die until the 
blood alcohol is in the region of 0.4 to 0.5%, a level 
equivalent to the consumption of a full bottle of 
whisky. 

The mean fatal dose of phenobarbitone is probably about 
5 g. (75 gr.), and in general the fatal dose of a barbitu- 
rate is about fifteen times the usual hypnotic dose. Yet 
death has resulted from as little as 2.0 g. (30 gr.) of 
quinalbarbitone (“ seconal ”) and it is impossible to fore- 
tell how any given individual will react.* Jetter and 
McLean’ have reported three cases in which patients 
who had taken barbiturates died shortly afterwards—an 
unusual event with long-acting barbiturates—and who 
were found to have blood alcohol levels insufficiently 
high in themselves to endanger life. Fisher and his 
colleagues,® studying patients who had died after taking 
barbiturates as well as alcohol, found blood concen- 
trations of barbiturates not usually associated with a 
fatal outcome. Thus one case with a blood alcohol of 
0.17% (equivalent to about 9 oz. (250 ml.) of whisky) 

1 Pharmacology, 3rd ed. London : Oxford University Press. 1948. 

2 Garrod, L. P., British Medical Journal, 1953, 1, 953. 

3 Ramsey, H., and Haag, H. B., J. Pharmacol., 1946, 88, 313. 

4 Dille, J. M., and Ahiquist, R. P., ibid., 1937, 61, 385. 

5 Sandberg, F., Acta physiol. scand., 1951, 22, 311. 

* Koppanyi, T., and Fazekas, J. F., Amer. J. med. Scl., 1950, 220. 559. 

7 Arch. Path., 1943, 36, 112. 

8 Amer. J. clin. Path., 1948, 18, 462. 

® Dunlop, D. M.., et al., British Medical Journal, 1952, 1, 292. 


10 Proceedings of the First International Conference on Alcohol and Road 


Traffic, p. 132. Kugelberg’s Boktryckeri, Stockholm, 1951. 
11 Quoted by Goldberg, L., ibid., p. 105. 
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had a barbiturate blood level of only 0.6 mg. per 100 
ml., a level which may result from as little as 0.6 g. 
(9 gr.) of quinalbarbitone (“ seconal”). The balance of 
evidence suggests that in man synergism at least, if not 
potentiation, may occur between alcohol and the barbi- 
turates. It is possible that the taking of alcohol increases 
the rate of absorption of a barbiturate from the alimen- 
tary canal as well as enhancing its effect on the central 
nervous system. 

But all this should be seen in its proper perspective. 
Vast quantities of strong spirits are consumed every year 
in most parts of the world and have been for centuries. 
In Britain about 10% of all prescriptions on form E.C.10 
are for barbiturates,’ and in the U.S.A. it is estimated 
that in 1948 300 tons were administered—equivalent to 
nearly 5,000 million doses of 1 gr. (65 mg.). Fatalities 
arising from a combination of alcohol and a barbiturate 
must be very rare in relation to the population at risk, 
although it is possible that those who take the edge off 
life with alcohol do not require another drug to assist 
them and vice versa. It is highly unlikely that a person 
receiving the usual sedative dose of phenobarbitone will 
endanger his life by taking his usual evening cocktails. 
But if a patient is given heavy doses of a barbiturate, 
as is common in the treatment of psychiatric conditions, 
it would appear wise to advise him to be very sparing 
in his consumption of alcohol. 

Much more important—and there is almost no reliable 
information on it—is the problem of the combined effect 
of small quantities of alcohol and low doses of barbi- 
turates on the capacity to drive a motor vehicle safely. 
There is ample evidence that small quantities of alcohol 
impair driving efficiency—as little as 3-4 oz. (85-114 ml.) 
of spirit in the road tests described by Bjerver and 
Goldberg.'® Goldberg’: states that barbiturates “ have 
a deteriorating effect on driving.” It is to be expected, 
although not yet proved, that a few drinks soon after an 
ordinary pharmacopoeial dose of a barbiturate would 
make dangerous a person in charge of a vehicle. The 
prescriber would be well advised to warn a patient of 
this possibility, since it is an offence to be in charge of 
a vehicle while under the influence of any drug to such 
an extent as to be incapable of having proper control. 
Indeed, the risks of combining alcohol and a barbiturate 
lie here rather than in the possibility of death arising 
from gross overdosage of the two substances. 





PEPTIC ULCER IN WOMEN 

Fifty years ago Borri’ suggested that there might be 
some connexion between peptic ulcer and the sex hor- 
mones : he had noted the common occurrence of peptic 
ulcer at, or shortly after, the menopause. Children 
rarely suffer from peptic ulcer, and the incidence in 
boys and girls is the same until puberty.” Thereafter 
peptic uicer and its complications are commoner in men 
than women—in the ratio of five males to one 
female. 

Szenes* in 1924 was impressed by the beneficial effect 
that pregnancy had on peptic ulcer, and Mr. D. H. Clark 
in a paper in our columns this week confirms this 


observation : he finds that in almost 90% of his female 
patients the symptoms of a peptic ulcer are in abeyance 
during pregnancy. Various suggestions have been 
made to account for this finding, and attempts made to 
relate it to many isolated observations. The gastric 
secretion response to histamine or alcohol is lowered 
in pregnancy.* Ahlmark® in Stockholm found the blood 
histaminase to be increased one hundred times at the 
end of the first month of pregnancy, a finding which is 
as yet unexplained. 

Over thirty years ago Kosaka and Lim® extracted a 
hormone, which they called enterogastrone, from the 
intestinal mucosa ; this inhibited both the secretory and 
motor activity of the stomach. A similar substance 
derived from urine was named urogastrone. Sandweiss’ 
and his colleagues found that the urine of pregnant 
women contained a substance which had a protective 
and curative effect on experimental Mann-Williamson 
ulcers in the dog. In small doses it did not inhibit gastric 
secretion or motility. Sandweiss found this anti-ulcer 
substance, which he named “anthelone,” to a lesser 
extent also in male urine, but extracts of urine from 
patients with active ulcers were less effective. It is 
possible that these three factors are the same, or different 
components of the same extract. How they act on 
ulcers is still unknown. They have been used with vary- 
ing results in patients, but as yet are not sufficiently 
purified or concentrated for more general clinical 
trials. 

Clark records two peaks of incidence of peptic ulcer 
in women, one early in adult life and the other at the 
menopause. In his patients complications were particu- 
larly common at the menopause. In general, perfora- 
tion of a peptic ulcer occurs much more commonly in 
men than in women—DeBakey,' for instance, in a large 
series found over 90% to have occurred in men—but 
the mortality rate from haemorrhage and the liability 
of peptic ulcers to recur is approximately the same in 
both sexes. It may be, as Clark suggests, that the 
mechanism of ulcer activity at the menopause is hor- 
monal. Nearly every endocrine gland has at some time 
or other been brought into the picture, but the con- 
sensus of present-day opinion is that no single hormone 
or combination of hormones is of therapeutic value in 
peptic ulcers. The one exception to this may be sex 
hormones, which ‘might be tried as part of the treatment 
of peptic ulcer in women during the menopause. Much 
research is concerned with answering the question, Why 
do patients get peptic ulcers? It might be profitable 
to put the question another way—why do people not 
get peptic ulcers?—and examine more closely the 
mechanisms of protection against the formation of 
peptic ulcers. 


1 Zbl. inn. Med., 1904, 25, 689. 

2Saltzstein, H.C., Farbman, A. A., and Sandweiss, D.J., Endocrinology, 
1940, 27, 400. 

3 Mitt. Grenzgeb. Med. Chir., 1924, 37, 652. 

4Ivy, A. C., Grossman, M.I., and Bachrach, W. H., Peptic Ulcer, 1950, 
Philadelphia, p. 737. 

5 Lancet, 1944, 2, 406. 

® Proe. Soc. exp. Biol. (N.Y.), 1930, 27, 890. 

7 Amer. J. dig. Dis., 1939, 6, 6. 

8 Surgery, 1940, 8, 852. 
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SWIMMING-POOL TUBERCULOSIS 
Swimming-pools, with some justification, have been 
blamed for the spread of a variety of cutaneous infec- 
tions, such as warts, molluscum contagiosum, and epi- 
dermophytosis. They would seem likely to help the 
transference of infection by such organisms as thrive or 
even survive in a watery medium, and the public health 
problems they raise are of interest and importance. 
Measures such as chlorination are normally adopted to 
counter these hazards, though the protective measures 
themselves are not always harmless to the skin. Know- 
ledge gained from research into contamination and in- 
fection from confined swimming-pools can to some ex- 
tent be applied to countering river pollution and con- 
tamination. And the increasing use of chemicals in 
industry and the home will create plenty of new prob- 
lems, such as that occasioned by the considerable dis- 
charge of modern detergents into our waterways. 

In 1951, at the International Congress of Clinical 
Pathology, Herlitz, Linell, and Norden reported an epi- 
demic of skin lesions caused by a special type of acid- 
fast bacillus in 80 patients attending swimming-pools 
at Orébro, Sweden. The rough walls of the bath caused 
abrasions of the skin, and the epidemic ceased when 
the walls were smoothed. A mycobacterium, possibly 
related to Mycobacterium marinum, was recovered from 
lesions and from the pool and was described. There 
were resemblances bacteriologically to the tubercle bacil- 
lus, and histologically there was a tuberculoid structure 
in the lesions. Hellerstrém raised the question whether 
the organisms might be tubercle bacilli modified by 
chlorination of the water or other factors. He reported, 
first in 1939' and more recently at the International 
Congress of Dermatology in London, a series of patients 
showing lesions resembling lupus vulgaris following 
abrasion of the skin in swimming-pools. Further cases 
of a similar nature have been reported in the U.S.A.” 
and in Scandinavia.* The abrasion fails to heal and in 
a few weeks presents a reddened, papular, inflammatory, 
and sometimes ulcerated appearance. As healing pro- 
ceeds, apple-jelly nodules are manifest which resemble 
lupus vulgaris histologically. In a case reported by 
Briick* the tubercle bacillus was cultured, and it infected 
guinea-pigs. A swimming-pool attendant was found in 
one instance to have open pulmonary tuberculosis. 

Invasion of the skin by the tubercle bacillus from with- 
out commonly produces either a tuberculous chancre, 
if the patient has not previously been infected, or warty 
or necrogenic tuberculosis otherwise. But on occasion 
we see in farmers, butchers, and others a tuberculous 
lesion of the skin resembling pyodermia which may or 
may not ulcerate; it gives rise to a multitude of rather 
glassy, apple-jelly nodules in the course of slow resolu- 
tion. Hellerstrém’s patients would appear to show this 
type of lesion, though it is of interest that many had 
previously had a negative tuberculin test, which became 
positive after the swimming-pool lesions developed. 
It is also of interest that adenitis was in most patients 
negligible. The problem is clearly of importance, for 





1 Acta derm. Venereol. (Stockh.), 1939, 20, 276. 


2 J. Amer. med. Ass., 1953, 161, 4 
8 Hellerstrém, S., Acta derm. Venereol. (Stockh.), 1952, 32, 449. 


‘ ibid., 1952, 32, 443 


tuberculous infection from rivers and swimming-pools 
may not always be cutaneous ; indeed, there are reports 
of pulmonary infection from such sources. Probably 
chlorination as normally practised is not an adequate 
safeguard. 


CORONATION HONOURS 
The Coronation. Honours were announced on Monday 
of this week. As the Journal went to press early because 
of the Coronation, the full list of honours bestowed on 
members of the medical profession cannot be published 
until next week. 

The conferment of knighthoods on Professor David 
Campbell, President of the General Medical Council, 
and on Dr. F. M. R. Walshe, President of the Royal 
Society of Medicine, is a fitting recognition of their 
services to Medicine. Professor Campbell, a graduate 
of Glasgow University, has since 1930 been Regius 
Professor of Materia Medica and Therapeutics at 
Aberdeen, and since 1949 President of the G.M.C. 
Dr. Walshe is one of that distinguished group of neuro- 
logists who have upheld the tradition of the National 
Hospital for Nervous Diseases, Queen Square, and his 
contributions to neurology have earned him election to 
the Fellowship of the Royal Society. His writings have 
not been confined within the limits of his specialty, and - 
in his essays on the wider aspects of médicine he has 
blended a scholarly and philosophical approach with 
a wit that has sharply punctuated a literary style of 
supreme excellence. The K.B.E. has been bestowed on 
Acting Air Marshal J. M. Kilpatrick, a graduate of 
Belfast University who occupies the highly responsible 
post of Director-General of the Medical Services of the 
R.A.F. Lieutenant-General Sir Bennett Hance, formerly 
Director-General of the I.M.S. and now Medical 
Adviser and President of the Medical Board, Common- 
wealth Relations Office, has been elevated to the 
K.C.M.G. The Hon. Mr. Nicholas Attygalle, F.R.C.S., 
President of the Senate, Ceylon, has been made a knight 
bachelor in recognition of his services to medicine, and 
the K.B.E. has been bestowed on Mr. F. G. Bell, 
F.R.C.S., formerly Professor of Surgery at Otago Uni- 
versity. Dr. George Macdonald, Professor of Tropical 
Hygiene and Director of the Ross Institute at the 
London School of Hygiene and Tropical Medicine, has 
been awarded the C.M.G., as has Mr. P. S. Foster, 
F.R.C.S., of Christchurch, New Zealand. 

Among those awarded the C.B.E. are Dr. W. G. 
Barnard, Professor of Pathology, London University ; 
Dr. G. Brown, honorary consulting anaesthetist to the 
Adelaide Hospital ; Dr. T. M. Davies, Deputy Director- 
General of Medical Services, Ministry of Pensions ; 
Dr. A. D. Marston, senior honorary anaesthetist, Guy’s 
Hospital; Dr. A. A. Miles, Director of the Lister 
Institute ; Dr. G. I. Strachan, Professor of Obstetrics 
and Gynaecology, Welsh National School of Medicine ; 
and Dr. R. R. Trail, Medical Director of Papworth and 
Enham-Alamein Village Settlements. 

The medical profession will also wish to congratulate 
Miss Enid Russell-Smith, Under-Secretary of the 
Ministry of Health, who is made Dame Commander 
of the Order of the British Empire. 
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GENERAL PRACTITIONERS 


DEATH CERTIFICATION* 


BY 


W. P. D. LOGAN, M.D., Ph.D. 
Chief Medical Statistician, General Register Office 


A registered medical practitioner who attends a person 
in his last illness is required by law to give a certificate 
stating the cause of death “ to the best of his knowledge 
and belief.” This certificate, which must be on the 
prescribed form, has to be sent to the local registrar of 
births and deaths. The medical practitioner must also 
give a notice saying that hé has signed the death certifi- 
cate to the “ informant ’—that is, the relative or other 
person who will be giving information to the registrar 
in order that the death can be registered. For con- 
venience this notice to the informant is in the form of 
a tear-off portion of the death certificate. 

Any person who knows or suspects that a death was 
due to other than natural Causes has the common-law 
duty of informing the coroner or police, and this duty 
rests upon doctors in the same way as upon other people. 
If the doctor reports a death to the coroner he should 
indicate that he has done so by initialling space “A” 
on the reverse side of the death certificate, which states : 
“IT have reported this case to the coroner.” The regis- 
trar of births and deaths, when he receives a certificate 
endorsed in this way, will not proceed with the registra- 
tion of the death or the issue of a disposal certificate 
until the coroner gives him authority to do so. The 
fact that a death may have been reported to the coroner 
does not absolve a doctor from the requirement to issue 
a death certificate. 

The local registrar has-a special duty to report to the 
coroner any death which he thinks may have been un- 
natural; but there are several other circumstances in 
which he must also refer to the coroner, and it is desir- 
able that certifying practitioners should know them. 
They are: 

(1) When there is no medical certificate either because no 
registered practitioner was in attendance or because for any 
other reason the registrar is unable to obtain a certificate. 

(2) When the death followed an operation necessitated 
by an injury ; or the death occurred during any operation 
or before recovery from an anaesthetic. 

(3) When the death was due to poisoning of any kind, 
or to abortion, or to an industrial disease. 

(4) When the certifying practitioner had not seen the 
deceased either after death or within 14 days before death. 
However, it is not necessary that he should have done both. 

(5S) When the death was directly or indirectly caused by 
any sort of accident, violence, or neglect, or when the cause 
of death is unknown. 


Importance of Accurate Certification 

Apart from the legal obligation upon the attending 
practitioner to certify the cause of death to the best of his 
knowledge and belief, and the obvious desirability in “the 
public interest that this duty should be carried out with 
care and judgment, accuracy is required also because the 
medical statements of the cause of death are used in the 
compilation of the local and national mortality statistics 





*This article deals with death certification in England and 
Wales. Much of what is said is applicable to Northern Ireland, 
but not to Scotland; there the procedure differs in a number of 
respects and a different form of death certificate is used, informa- 
jw which may be obtained from the Registrar-General for 

otland. 


published by the Registrar-General ; and medical practi- 
tioners, or at least certain groups of them, are the principal 
users of these statistics. -The value of, mortality statistics, 
and indeed of any statistics, is not always apparent to 
doctors-dealing with immediate individual clinical problems, 
but they are of the greatest help to. workers in the fields 
of medical research and public. health. Constantly and 
insidiously—and on occasion not so insidiously—mortality 
statistics provide evidence upon the trends of disease and 
upon the changing character of medical problems, indicating 
the size and nature of the problems that face the medical 
profession, their relative urgency, and, indeed, occasionally 
suggesting how they are to be solved. 

Individual practitioners can get along very well without 
ever a thought for medical statistics, but in the absence 
of such information the scientific credit of the medical pro- 
fession as a whole would suffer and a not unimportant 
section would lack essential data. In filling up death certi- 
ficates conscientiously and carefully doctors are doing more 
than meeting a legal responsibility; they are providing 
information of direct scientific value to their colleagues, 
and information which will in the long run be useful to 
themselves. 

Form of Death Certificate 


The part of the death certificate that gives most trouble 
and requires the greatest care in its completion is the sectior 
for the statement of the cause of death, the form of which 
has been established by international agreement. This section, 
in the certificate used in England and Wales and in Northern 
Ireland, but not in Scotland, is arranged as follows : 
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tThis does not mean the mode of dying. such as, for example, heart 
failure, asphyxia, asthenia, etc., it means the disease, injury, or complica- 
tion which caused death. 


Part I of this section is used for stating the direct cause 
of death together with, in the reverse order downwards, the 
medical conditions, if any, that led up to the final illness. 
The last of these antecedent conditions to be recorded, 
which will be the one that arose first, is called the “ under- 
lying cause of death,” and it is this condition that is selected 
for statistical tabulation when more than one cause of death 
is mentioned on the certificate. Suppose, for instance, Part I 
States : 

(a) Peritonitis 

due to (or as a consequence of) 
(b) Perforation of duodenum 

due to (or as a consequence of) 
(c) Duodenal ulcer. 
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In this case the underlying cause of death was duodenal 
ulcer and the death would be assigned to this cause in the 
statistics. 

Part II of the cause of death section is for the mention 
of any other conditions that had something to do with the 
death but did not by themselves play the major part or 
enter into the sequence of events directly leading to death 
and reported in Part I. If, in the case cited above, the 
patient had also been suffering from, say, disseminated 
sclerosis, it might be appropriate to mention it; but it 
would usually be unnecessary to mention conditions such 
as haemorrhoids or anxiety neurosis, which probably had 
nothing at all to do with the death. 

Although these general principles of death certification 
are simple to describe and to understand; patients sometimes 
die from causes, or combinations of causes, that do not 
readily lend themselves to as simple a description as the 
death certificate demands, and the selection and arrange- 
ment of the causes to be mentioned can sometimes be diffi- 
cult. It is impracticable to discuss here all the innumerable 
sequences or combinations that may occur, but one or two 
additional points should be mentioned. 

Although the certificate provides the opportunity for the 
ccrtifier to mention a number of conditions, he ought first 
to consider whether in fact it would not be possible to sum 
up the cause of death under one title only, as, for example, 
lobar pneumonia or pulmonary tuberculosis or carcinoma 
of bronchus ; and, if so, this is the course to adopt, though 
nowadays it is dcne on Jess than half of the ccrtificates 
issued. If only one condition is certified it is important 
that it should be the underlying cause of death—that is, 
the disease that initiated the sequence of events leading 
to death—and not a complication or a terminal develop- 
ment. 

When stating the direct cause of death at line (a) of 
Part I the footnote on the certificate should be noted which 
explains that “ this does not mean the mode of dying, such 
as, for cxample, heart failure, asphyxia, asthenia, etc., it 
means the disease, injury, or complication which caused 
death.” It is much more informative to state that a person 
died from secondary carcinoma of the liver due to primary 
carcinoma of. the transverse colon than that he died from 
coma, exhaustion, and cachexia due to abdominal tumour. 

In entering the sequence of diseases in Part I of the 
certificate it is sometimes difficult to know how far back 


. into the patient’s medical history it is necessary to go, and 


here the certifier must exercise judgment and common 
sense, remembering that what is wanted is his opinion on 


the underlying cause of death as defined above, and not 


some hypothetical condition that was possibly a forerunner 
of a well-defined disease. For example, in the case of an 
elderly woman dying from uraemia due to chronic nephritis 
it would be unreasonable to add “ due to toxaemia of preg- 
nancy ” simply on the grounds that she was known to have 
had children and might possibly therefore have had toxaemia 
of pregnancy. On the other hand, if it is known with 
reasonable certainty that a particular disease at some time 
in the past was in fact the initiating cause of the fatal 
illness, then it ought to be mentioned, however long the 
interval may be. Thus death at the age of 60 from nephritis 
may properly be ascribed to scarlet fever in childhood if it 
was known for a fact that the deceased had had scarlet fever 
in childhood and had suffered some permanent renal damage 
as a result. 


Interval between Onset and Death 


Alongside the cause of death section of the certificate 
there is a panel for statement of the approximate interval 
between onset of each condition mentioned and death, and 
there is a note that these particulars will not be entered in 
the death register—that is, they remain confidential and 
do not appear upon copies of the death certificate, nor 
are they disclosed to anyone outside the registration service. 
The details of interval are wanted primarily for the purpose 
of identifying the underlying cause of death when the certi- 


fier has mentioned several conditions and may have 
inadvertently not arranged them in their correct order, but 
also for collecting information about the duration of 
various diseases. As it is usually not difficult to form 
some rough opinion about how long ago a disease started, 
and no more than an approximate indication is wanted, it 
is regrettable that this space is sometimes left blank. 

A question often asked is how much detail about the 
cause of death is really wanted. The correct answer would 
be that enough detail is wanted to allow the cause of death 
to be assigned to its proper category in the Jnternational 
Statistical Classification of Diseases Injuries and Causes of 
Death * ; but, as few practising doctors have ever seen or 
heard of this volume, an answer on these lines would not 
be particularly helpful. There is no general rule that can 
be universally followed.about the amount of detail desired, 
since this varies with different Uiseases, but some guidance 
can be obtained by glancing through the list of “ indefinite 
and undesirable terms” that are given near the beginning 
of each book of death certificates (also in the recently pub- 
lished World Health Organization guide to death certifica- 
tiont). Thus in describing a new growth it is desirable 
to state the variety—for example, carcinoma; the primary 
site, if known ; and for some organs, such as the stomach, 
intestine, and uterus, also the part of the organ where 
the growth originated—for instance, lesser curvature of 
stomach, sigmoid colon, uterine cervix. Pneumonia should 
be described as, for example, lobar or bronchopneumonia ; 
and if it occurred as a complication of another disease, 
such as influenza or measles, this should be stated. If 
the death is attributed to haemorrhage its source and cause 
should also be stated. Childbirth should not be mentioned 
alone—the complication should be stated, and where there 
may be doubt it should be made clear whether the compli- 
cation arose before, during, or after delivery. A long series 
of further examples could be cited, but these should suffice 
to indicate the kind of detail that is wanted. 


Additional Information : Medical Inquiries 

Sometimes when a certificate is being issued the certifier 
knows that later on, possibly when a necropsy or laboratory 
report has been received, he may be able to supply addi- 
tional information, or may indeed wish to revise his original 
statement. The back of the death certificate therefore 
provides a panel “B,” which the certifier may initial to 
indicate that he “may be in a position later to give, on 
application by the Registrar-General, additional] informa- 
tion as to the cause of death for the purpose of more precise 
statistical classification.” A week or two after a certificate 
initialled in this space is received at the General Register 
Office a “medical inquiry” is sent to the doctor, asking 
whether he is now able to give any additional information. 

Apart from these inquiries a large number of others have 
to be sent out each year to practitioners whose certificates 
have provided an insufficiently complete description of the 
cause of death for it to be accurately classified. Some 
10,000 of these inquiries go out each year, involving approxi- 
mately one certificate in every 50 issued. Replies are 
received in about 90% of instances. This helpful co-opera- 
tion from busy practitioners is greatly appreciated. 


Old Age 


Certification of the cause of death of very old people 
often gives trouble, the attending physician being in doubt 
whether to specify the various pathological conditions 
present or whether he would do better to sum up the situa- 
tion under the description of “old age” and leave it at 
that. Some old people die from quite definite and important 
diseases that can affect persons of any age, as, for example, 
pulmonary tuberculosis or cancer, and in these cases no 
question arises but that the death should be ascribed to the 


*Manual of the International Statistical Classification of 
Diseases Injuries and Causes of Death, vol. 1, 1948; vol. 2 
(Alphabetical Index), 1949. W.H.O., " 

— Certification of Cause of ‘Death. W.H.O., Geneva, 
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fatal disease. Other people die in old age with a number 
of pathological conditions present that have originated 
mainly from the process of ageing, as, for example, arterio- 
sclerosis or myocardial degeneration. If among these senile 


conditions there is one that has mainly contributed towards 


causing the death to occur when it did, this condition should 
be given preference upon the death certificate, with old 
age or senility (these terms are synonymous) either un- 
mentioned or shown entirely as a contributory condition. 
The third and last group of elderly people are those fortun- 
ate few who die without any particular disease or degenera- 
tive condition playing a recognizably major part, and in 
such cases it is reasonable and correct to certify that death 
was due only to old age. If the deceased was 70 years or 
more such a certificate will be accepted without question ; 
but if death occurred at a younger age a medical inquiry 
will be sent to ascertain whether or not some other more 
definite condition was also present, and, if so, the death will 
be assigned to this other condition. 





: Next Refresher Course Article.—“ Intermittent Claudica- 
tion,” by Mr. J. B. Kinmonth. 
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SIR HANS SLOANE AND THE BRITISH MUSEUM 


By a happy accident the Coronation of her Majesty Queen 
Elizabeth II coincides almost exactly with the bicentenary 
of one of our greatest national institutions. The British 
Museum—a term which very appropriately: includes not 
only the vast collection at Bloomsbury but the no less im- 
portant natural history collection at South Kensington— 
was founded by Act of Parliament passed on June 7, 1753. 
It was the direct result of the design of that great physician, 
Sir Hans Sloane, who died a few months earlier aged 93. 
With certain reasonable provisos, he left his immense col- 
lections to the nation, desiring that they should be used 
for public enjoyment and instruction and kept together “ to 
the manifestation of the glory of God, the confutation of 
atheism and its consequences, the use and improvement of 
physic, and other arts and sciences, and the benefit of man- 
kind.” Parliament wisely and happily decided on June 7 of 
that year to combine with it two other considerable collec- 
tions then available into one great national institution. 
This was the beginning of the British Museum. Of these 
collections, that of Sloane was by far the largest and most 
diverse. This fact and the action of the trustees named in 
his will, who brought the matter to the attention of Parlia- 
ment, make Sloane the real founder of our national 
museum. Its two branches are rightly controlled by the 
same standing committee, thus emphasizing that any separa- 
tion between the humanities and those other arts that we 
are accustomed to call the “sciences” is but accidental, 
artificial, and temporary, and that in many regions they 
do in fact overlap each other. This is wholly in accord with 
the feelings and outlook of the founder. The actual physi- 
cal separation of the two types of objects was not effected 
for another century. It was in 1856 that the greatest of 
British comparative anatomists, Richard Owen (1804-92), 
was called as first director from the Hunterian Museum of 
the Royal College of Surgeons to South Kensington. It 
may well be that there is, for all institutions, an optimum 
size beyond which growth is harmful rather than helpful. 
Nevertheless the separation of the “sciences” from the 
“ arts” is a misfortune which Sloane himself foresaw and 
one which the present cordial relations of the two great 
branches of our national museum are now doing much to 
remedy. 
Study in France 


Hans Sloane was born at Killyleagh, County Down, 
Ireland, in 1660. The:name Hans—a shortened form of 
Johannes or John—implies no German relationship but was 


a recognized Scottish-Irish form used at that time. He came 
of a fairly well-to-do family and seems never to have been 
in want. He had a sickly youth and never enjoyed perfect 
health, though this did not prevent him from reaching 
extreme old age. At 19 he came to study in London, and 
there he made friends of the illustrious naturalist, John 
Ray (1627-1705), and the “ father of chemistry,” Robert 
Boyle (1627-91). Both of these distinguished men in- 
fluenced him deeply. After four years he left for further 
study in France, where he attended medical, botanical, 
chemical, and anatomical lectures in Paris and Montpellier 
and took his degree at the obscure and now extinct univer- 
sity of Orange in Provence. He returned to London in 
1684 and called on that distinguished physician Thomas 
Sydenham (1624-89) with a letter from Boyle commending 
him as skilled in scholarship, botany, and anatomy. 
Sydenham read the letter, looked at the young man, and 
said: “ That is all mighty fine, but it won’t do—Anatomy, 
Botany—Nonsense !_ Sir, I know an old woman in Covent 
Garden who understands botany better, and as for anatomy, 
my butcher can dissect a joint full as well; no, young man, 
all this is Stuff: you must go to the bedside, it is there 
alone that you can learn disease.” 

Nevertheless the two became fast friends, both profes- 
sionally and personally. Sloane went to the bedside and 
became, beyond doubt, one of the most effective practitioners 
of his day, for, despite the unscientific state of medicine, he 
was a very careful observer and had just that calm and 
cautious yet optimistic temperament that inspires hope and 
confidence in the patient. He disliked complex prescriptions, 
preferred to try one remedy at a time, and was deeply aware 
of the influence of the mind on disease. Under all 
circumstances and in any age he would have been a first- 
class physician. 

It is not necessary here to recount Sloane’s life, which has 
just been admirably told in an attractive little book by G. R. 
de Beer,’ the Director of the British Museum (Natural 
History). In 1687 Sloane sailed for the West Indies in the 
suite of the Duke of Albemarle, Governor of Jamaica. He 
spent some sixteen months in that island, and his report on 
its natural history is a classic. He returned to practice in 
London, occupying his spare time in accumulating, arrang- 
ing, and cataloguing his collections. In 1695 he married 
and settled at 3, Bloomsbury Place, where he practised for 
many years. In 1712 he became physician to Queen Anne 


and in 1706 Physician-General to the Army. In 1716 he . 


was made a baronet, being the first medical man to receive 
that title. In 1719 he became President of the Royal Col- 
lege of Physicians, and in 1727, on the death of Newton, he 
succeeded him as President of the Royal Society. Among 
his medical activities is his physiciancy of Christ’s Hospital 
for thirty-six years, his assistance to Captain Coram (1668- 
1751) in instituting the Foundling Hospital in 1739, and his 
attempt to establish a free dispensary. He practised till he 
was 82, when he retired to Chelsea. He died there eleven 
years later and was buried there. 


Varied Collections 


The number and variety of the collections that Sloane 
accumulated are truly astonishing. There were about 50,000 
printed books that formed the basis of the British Museum 
Library, about 3,800 volumes of manuscripts, about 32,000 
medals and coins, 334 volumes of dried plants which formed 
the basis of the British Museum Herbarium, 12,500 other 
specimens of plants, 5,500 insects, 1,900 quadrupeds, 1,500 
fishes, 1,200 birds, and thousands of other specimens under 
other headings, including anatomical preparations. Some 
idea of the variety of the collection can be gathered from @ 


special issue of the British Museum Quarterly*® that has | 


just appeared as a special bicentenary number. In its 
articles by keepers of various departments, under the general 
charge of the Director and Principal Librarian, Sir Thomas 
Kendrick, K.C.B., details may be learned of the nature 
of the treasures in their keeping. It is noteworthy that 
the great Sloane collection of manuscripts a very high pro- 
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portion are medical. Among them is a volume containing 
William Harvey’s lecture notes of 1616. In this issue of the 
Quarterly the passage containing the first public statement 
of Harvey’s discovery of the circulation is reproduced in 
facsimile. Another famous but more beautiful medical 
manuscript is Roger of Parma’s treatise on surgery written 
and exquisitely illustrated in France in the thirteenth 
century. « 

We cannot end without an anecdote of Sloane which is 
perhaps not known to all our readers. In 1740 the com- 
poser Handel was taking tea with Sloane, who showed him 
his library. Handel placed his buttered muffin on the 
volume in his hand. The outraged silence of Sir Hans did 
not appal him with a sense of guilt. “To be sure,” Handel 
admitted, “it was a careless trick, but it did no monstrous 
mischief ; yet it put the poor old bookworm terribly out of 
sorts. I offered my apologies but the old miser would not 
have done with it. If it had been a biscuit, it would not 
have mattered.” And Handel went on to suggest that 
Sloane’s displeasure was due to his parsimoniousness. “ But 
muffin and butter. And I said to myself, ‘ Ach, mein Gott, 
that is the rub! It is the butter’”—which indeed it was, 
but not for the reason which Handel alleged. In those days 
butter was not rationed—except in libraries. 

CHARLES SINGER. 
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INTERNATIONAL HOSPITAL CONGRESS 


PREVENTION : A MAJOR HOSPITAL FUNCTION 


The eighth International Hospital Congress was held at 
Church House, Westminster, from May 25 to 30. It was 
attended by more than 500 participants from 35 different 
countries. The Chairman of the Congress was Dr. René 
Sand, Emeritus Professor of Social Medicine, University of 
Brussels, and President of the International Hospital Feder- 
ation. The central theme of the Congress was “ Preventive 
Medicine as a Major Function of the Hospital,” and after 
two plenary sessions on Whit-Monday the Congress broke 
up into sectional groups and study and research committees, 
which reported to plenary sessions on the closing day. 

The Congress was opened by the Minister of Health, Mr. 
IAIN MACLEOD, who declared that a new breeze was blowing 
down the rather dusty corridors of their long debates on 
health. He had been particularly impressed by the desire 
in many quarters to get away from what was called the 
tyranny of the hospital bed. It would be a proud boast 
when a Minister of Health could say that he no longer 
needed 10,000 hospital beds because the demand for them 
was not there. It might be that this was a long way off 
in the future, yet the conquest of so many infectious 
diseases and the massive fall in the incidence of tuberculosis 
gave ground for hope. 

If the task of prevention was formidable, Mr. Macleod 
continued, powerful allies could be enlisted in its pursuit— 
the achievements of doctors and scientists, the great advances 
in chemistry, better food and housing, the growing con- 
sciousness of the importance of public and private hygiene, 
as well as new standards of hospital architecture and admin- 
istration. It had been said that hospitals weré once only 
the ante-room to the morgue; at best they were hostels, 
and at worst prisons. All that had gone and progress was 
still continuing. The link between welfare services and the 
hospital was becoming stronger. 


Importance of Polyclinic Services 


The first contribution in the general discussion was by 
Professor H. W. C. Vines, of Charing Cross Hospital 
Medical School, who restated the argument which he had 
put forward at the recent conference of hospital adminis- 
trators at Hastings (British Medical Journal, May 16, 
Pp. 1104). The real future of the hospital service might well 


come to lie, not in the wards, but in the polyclinics. As 
an immediate step a programme might be devised to raise 
the importance of the polyclinic services to a level more 
comparable with the services afforded to in-patients. All 
general hospitals of 100 beds or more should offer out- 
patient services, varying in scope from a full range of 
specialisms at the largest hospitals to a minimum of general 
medicine and surgery at the smallest. The clinics should 
have direct linkage with the ancillary services of radio- 
diagnosis and pathology, and the provision of treatment 
rooms and recovery rooms should in particular be 
ample. 

-Professor C. A. ROMANZI, of the Medical School, Univer- 

sity of Genoa, whose paper was read in his absence, declared 
that the difficult task of creating a harmonious system of 
medico-social assistance should be entrusted not to an 
administrator or to a hospital physician, but to a new 
type of person remaining to be created, one who would 
not treat patients but act as their guardian, and one who 
understood how a hospital could give its best service to 
society. 
_ The debate was continued by Dr. Epwin L. Crossy, 
president of the American Hospital Association, who said 
that the close integration of the hospital in-patient depart- 
ment with its out-patient department and with the home 
was fundamental if the most economic and efficient care of 
all patients—particularly the elderly—was to be achieved. 
It was here, said Dr. Crosby, that the closest co-operation 
between the health department and the hospital was to be 
seen. As the patient left the hospital and was discharged 
from its area of responsibility, he was followed by the 
health department to see that the results attained were not 
lost and that the individual resumed his full responsibilities 
as a citizen. 

Dr. Crosby added that in the United States and Canada, 
working in close co-operation with hospital trustees and 
administrators, physicians had established certain standards 
of hospital care, and as a result the Commission on Ac- 
creditation of Hospitals (of which the speaker was director) 
could place its stamp of approval on a hospital and indicate 
to the community that it was a safe place to enter for 
treatment and care. The actual licensing of hospitals 
remained the responsibility of the Government and was 
largely delegated to health departments. 


“ Rehabilitative Medicine ” 


Professor G. PORTMANN, dean of the Faculty of Medicine 
at Bordeaux, gave some examples of the function of the 
hospital in what he called “ rehabilitative medicine ”—that is, 
returning the patient to normal life in society, better able 
to resist the recurrence of his illness or the contraction of 
a new disease. One example concerned deaf patients. At 
the Hépital St. André in Bordeaux there had been set up 
a university laboratory for the study of deafness. It had 
been provided with the most up-to-date equipment, and it 
was now possible to examine the hearing of a child under 
the age of 3. Psychogalvanic tests were employed to 
detect the existence of the smallest remnant of the auditory 
function, all the more accurately in that they were carried 
out without the patient’s knowledge, and therefore not dis- 


‘turbed by psychological factors. This remnant of the 


auditory function having been assessed, electrical rehabilita- 
tion was undertaken, followed by the wearing of a hearing- 
aid which enabled the child to go to an ordinary school, 
to talk, and to develop its intelligence. In this way large 
numbers of children, some from homes for the backward, 
others from homes for the deaf and dumb, had been restored 
to normal activity. ' 

Sir ALLEN Datey, former chief medical officer of the 
L.C.C., said that it was always being urged that people 
ought to come under treatment earlier. Public health could 
do something to bring this about by health education, but 
elsewhere the initiative must lie with the individual. One 
of the ways in which the hospital and also the family prac- 
titioner could help the public health department was by 
giving more information about the illnesses which afflicted 
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the population, so that the department could better ascertain 
what preventive services should be installed. The liaison 
between public health people and clinicians might be still 
closer. i 

Dr. RoBerT BuERKI, of Detroit, found himself differing at 
one point from Professor Vines’s contentions. Professor 
Vines had suggested that the hospital bed unit should be 
separated from the diagnostic, or preventive medicine, 
or positive health unit. That, however, would be a 
mistake. From the standpoint of efficient use of their 
facilities and equipment hospitals could not afford such 
duplication. 

An account of the rehabilitation and follow-up services 
available in Great Britain was given to one of the sections 
by Dr. J. A. Scott, medical officer of health of the L.C.C. 
He began with the work of almoners, nearly 1,000 of 
whom were employed in nearly 500 hospitals, and 
he went on to survey the rehabilitation centres in this 
country, in particular Roffey Park (industrial fatigue, de- 
pression, and anxiety states), the Farnham Park Recuperative 
Centre (surgical, traumatic, orthopaedic, and medical), and 
Stoke Mandeville Ministry of Pensions unit (spastic and 
paraplegic cases). There were nearly 5,000 convalescent 
homes as part of the national hospital service in England 
and Wales, and 52,000 persons had convalescent treatment 
in 1951. What the hospitals started the Ministry of Labour 
did much to complete, and Dr. Scott described the disabled 
persons register, the industrial rehabilitation units, and the 
Remploy factories. The register, now in its eighth year, con- 
tained the names of nearly 900,000 persons, of whom 40% 
came into the surgical group and 38% into the medical. He 
concluded with a reference to the various voluntary bodies 
which supplemented hospital treatment. 


District Units 


Dr. K. J. MANN, the director-general of the Hadassah 
Medical Organization at Jerusalem, spoke of the need for 
small units to’ meet effectively the day-to-day demands. 
His own organization (which also maintained Israel’s own 
medical school in partnership with the Hebrew University) 
had opened five district medical stations in the area served 
by the University Hospital in Jerusalem. These outposts, 
staffed by public health nurses and general practitioners, 
were taking medical care into the homes of patients, tack- 
ling after-care problems, giving instruction in twentieth- 
century hygiene to members of ancient communities, and 
dealing with everyday ailments on the spot, thereby saving 
specialized hospital and clinic staff. 

A warning about the cost of what he called “closed care ” 
—that is, in-patient provision, as opposed to “open care” 
in the form of out-patient departments or the service of 
private or public doctors—came from Sweden. Dr. O. 
JOHANSSON, superintendent of the Karolinska Sjukhuset at 
Stockholm, said that the average running expenses for each 
hospital bed in Sweden reached a figure of at least £3 a 
day. Public opinion tended more and more to declare that 
the limit of taxation had been reached, and people were 
not willing to accept. heavier burdens to pay for medical 
attendance. If the building of new hospitals were avoided 


large amounts would be saved, and he thought this could. 


be done if closed and open care were better co-ordinated. 
Hospital beds should be used for the care of acute cases 
only. Preventive care and treatment during convalescence 
should be carried out in out-patient departments, which 
should be used for longer periods, up to 12 hours a day, 
and the laboratories perhaps up to 24 hours. Why not shift- 
work in these departments as well as in the wards ? 

After plenary sessions the Congress broke up into sec- 
tional groups and study and research committees, where less 
formal discussions were held on hospital planning, con- 
struction, equipment, and maintenance, medical and nursing 
care, and social and welfare services. The members of the 
Congress paid a comprehensive series of visits to hospitals 
and other centres of interest, and one of their social arrange- 
ments was a reception in the Great Hall of B.M.A. 
House. 


Patient Care 


At its closing plenary sessions the Congress received 
reports from its committees. One committee, with Dr. T. 
ROWLAND Hix (who-was appointed B.M.A. representative at 
the Congress) as its chairman, reported on the care of the 
acute case. It pointed out that in Great Britain, with medical 
service free, patients did tend to seek doctors’ help early, 
but there was need for the education of the public in the 
recognition of early signs and symptoms. But even early 
consultation was not enough. The family doctor must have 
adequate facilities to help him. 

So far as the out-patient department was concerned, again 
to quote British experience, the “open” department had 
virtually disappeared, and had been replaced by an appoint- 
ments system. The old system, however inconvenient, had 
its points, for the department was then like a great health 
centre where the patient could call when he had a sudden 
feeling that he should seek medical aid. The present form 
of consultative appointments, under which patients must be 
referred by their family doctor, had the disadvantage that 
the family doctor and the consultant met only on rare 
occasions. : 

Another committee, under the chairmanship of Sir GEORGE 
HENDERSON, Secretary, Department of Health for Scotland, 
reported its conclusions on various matters of hospital 
administration One of the most pressing problems, Sir 
George Henderson declared, was how to give hospital care 
to everyone who needed it, without overloading the hos- 
pitals unduly. This became more difficult as the responsi- 
bility was transferred to public authorities or to prepaid 
insurance schemes, and in almost every country it was aggra- 
vated by the plain fact that the span of life was increasing. 
In Great Britain the immediate question resolved itself into 
reducing waiting lists. There was much evidence of support 
for some kind of home-care service—a projection of the 
hospital service designed to supplement, and partly to re- 
place, orthodox hospital care. Where there was opposition 
to the home-care organization it came mainly from the 
doctors themselves. Professor E. M. Bluestone, of Montefiore 
Hospital, New York, had outlined a programme of home 
care which was inaugurated in New York in 1947. As 
originally conceived, it was for indigent patients only, but 
it was now proposed to extend it to patients who could 
afford a reasonable doctor’s fee. A system of home medical 
caré which had been organized in Cincinnati had also been 
described to the committee. This provided many varieties 
of hospital service at the patients’ own homes at the lowest 
possible cost, but the position of the family doctor was not 
made specially clear. 

Health centres, unfortunately, said Sir George Henderson, 
had not so far attracted very much attention, but it might 
be found that the health centre could take a load off the 
hospital by enabling family doctors to work far more than 
at present without turning themselves into hospital assistants. 


Social and Welfare Services 


A sectional group, of which Professor J. M. MACKINTOSH 
was chairman, concerned itself with the social and welfare 
services centring around a hospital. Professor E. M. 
BLUESTONE, of New York, acting as rapporteur, said that 
the section felt that the emotional effects of prolonged ill- 
ness, with special reference to age and to the family, should 
be given most careful consideration in organizing medical 
care, inasmuch as social and psychological factors in disease 
were often of as much consequence as physical factors. 
The Congress was recommended by this group to adopt 
the social concept of rehabilitation in preference to the 
medical concept of cure; the former was felt to be more 
contiriuous, complete, and comprehensive. 

Another recommendation was that the distribution of 
medical care among the available practitioners of medicine 
should be reconsidered with a view to including more health 
examinations, for which purpose more physicians should 
be trained. The Congress and its affiliated agencies were 
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also asked to consider the fee-for-service method of pro- 
viding medical care. It was felt that some form of 
voluntary or compulsory health insurance would meet the 
situation. 

Another group, under the chairmanship of Professor G. 
SoLLazzo, of Italy, brought forward certain conclusions on 
preventive medicine in hospitals. An opinion voiced by 
this group,’ though not unanimous, was that there should 
be B.C.G. vaccination of all newborn infants in hospital ; 
also that the chests of all patients passing through the out- 
patient department and of all in-patients should be radio- 
graphed in order to detect tuberculosis. In another report 
on nursing care, brought forward by Miss M. J. MarRRIoT, 
matron of Middlesex Hospital, it was urged that the nurses’ 
curriculum should take more note of the social aspects of 
disease. 

Other groups reported on hospital planning, construction, 
and equipment, and administration, organization, and 
finanee. 





= eT NT — 





PHYSICAL TREATMENT OF RHEUMATIC 
DISEASES AT BRITISH SPAS 


The British Spas Federation Medical Committee—of which 
Lord Horder is chairman and Dr. G. D. Kersley secretary— 
has been investigating the value of hydrotherapy and physi- 
cal treatment in certain types of rheumatic diseases, the 
results obtained at a number of spas being pooled. We 
have received the following brief summary of the statistical 
data analysed by Dr. E. Lewis-Faning, statistician to 
Cardiff University. 

At the suggestion, and under the direction, of the Medical 
Committee of the British Spas Federation, an investigation 
of the effect of physical treatment, including hydrotherapy, 
on rheumatic cases at a number of centres has been carried 
out. 

It was realized from the start that a completely controlled 
therapeutic trial was not possible, as it was impossible to 
rule out psychological influences. Such factors must, how- 
ever, play their part in the effect of therapy, and every effort 
has been made to give genuine clinical assessments. Only 
typical cases of rheumatoid arthritis, osteoarthritis, and fibro- 
sitis were investigated, and no parenteral therapy was used 
during the period of observation. Cases were assessed be- 
fore treatment, directly after treatment—that is, in 3 to 6 
weeks—and again three months later. 

128 cases of rheumatoid arthritis, 227 of osteoarthritis, and 
112 of fibrositis were followed up in this way, and the results 
statistically analysed by Dr. E. Lewis-Faning, of Cardiff 
University. Degree of pain on movement or at rest, swell- 
ing, tenderness, and range of movement were numerically 
recorded, together with age and sex, on a special proforma 
drawn up for the purpose. No points of especial interest 
were forthcoming from analysis of age and sex group, but 
the general effect of treatment, both immediate and after 
three months, is of importance, and accords well with 
clinical impressions. 

In the rheumatoid arthritis group, of 128 patients approxi- 
mately half appeared to derive significant immediate benefit, 
and a slightly larger number were definitely improved on 
three-months review. This applied both to a more “ active ” 
and to a more “quiescent” subgroup. In the former, 68% 
showed decrease in tenderness and 54% of swelling of the 
worst-affected joint, but only 36% had reduction of pain at 
rest. One patient only appeared to be worse. 

In the group of 227 osteoarthritics, approximately two- 
thirds stated that they had less pain, and half had increase 
in range of movement. After three months the result was 
slightly less good, with only 62% stating that they had less 
pain than before treatment. 

In the group of 112 patients with “ fibrositis,” again two- 
thirds claimed improvement, and the result of assessment 
three months later showed neither increase nor decrease in 
this benefit figure. 
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Habiteal Abortion 

Sir,—In their paper “Progesterone Implantations in 
Habitual Abortion ” (Journal, May 16, p. 1073) Dr. G. L. M. 
Swyer and Miss Doreen Daley criticize quite fairly 
some findings of mine on the spontaneous cure rate of 
abortion sequences—I notice they still cling to the stupid 
term “habitual abortion ’—but then unkindly add: “The 
results we obtained . . . suggest either that the population 
we were sampling was not comparable with those which pro- 
vided the basis for the Malpas and Eastman calculations 
or that those calculations were themselves fallacious. We 
incline towards the latter possibility.” 

As your annotator points out in the same issue (p. 1095), 
these figures of mine were never claimed as an absolute 
yardstick against which to measure the results of empiri- 
cism ; their one object was to establish that there is a 
high spontaneous cure rate for recurrent abortion and that 
this spontaneous cure pate varies according t6 which of 
several reasonable assumptions is made, all such assump- 
tions being necessarily nothing more than intelligent guesses. 
My guess seemed to fit the population I knew, but Mac- 
Gregor and Stewart, in a subsequent paper,’ saw fit to 
modify, and I think improve, the original calculations. 
Whatever assumption is made, the spontaneous cure rate 
remains quite high. 

In a later paper, “ The Categories of Abortion Sequences,” 
1 pointed out that cases of recurrent abortion can be 
divided into two groups, one group that in which a cause 
can be discerned and in which the prognosis depends 
on the nature of the cause, the other that in which no 
cause can be discerned and in which the prognosis is 
uniformly good. This conclusion takes the problem out of 
the field of statistics, as indeed it should be. 

Recurrent abortion will never be comprehended until we 
have a better understanding of the conditions of early 
foetal growth. My present feeling is that the problem of 
early spontaneous abortion is tied up with the interrelation- 
ship between conceptus volume and the mechanism for 
nervous inhibition of the uterus in pregnancy. 

To end on a more general note, a quotation from Walden 
seems apposite : “If we knew all the laws of Nature, we 
should need only one fact, or the description of one actual 
phenomenon, to infer all the particular results at that point. 
Now we know only a few laws, and our result is vitiated, 
not, of course, by any confusion or irregularity in Nature, 
but by our ignorance of essential elements in the calcula- 
tion.” This last phrase of Thoreau lightens the dilemma. 
—I am, etc., 

Liverpool. Percy MALPAS. 
REFERENCES 
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Sir,—I have read with great interest the paper by Dr. 
G. I. M. Swyer and Miss Doreen Daley (Journal, May 16, 
p. 1073) and your annotation (p. 1095) on this subject. I 
should like to correct the impression that my colleagues and 
I, having claimed good results from treatment of cases with 
a history of habitual abortion with progesterone implants 
in the pregnancy under consideration, were “ challenged to 
treat alternate cases with implants of an inert compound,” 
and that for reasons not specified in your annotation we 
declined the challenge. 

In the papers quoted’* the nearest we got to claim- 
ing good results from this treatment was the comment of 
our expert statistical colleague Dr. Richard Doll, expressed 
as follows: “Provided the ‘normal’ incidence of spon- 
taneous abortion is of the order of 10% and the incidence 
of abortion due to recurrent factors is not much less than 
0.1% it is reasonable to conclude that the present figures 
indicate an effect of treatment.” It was we ourselves who 
suggested that this effect might be psychotherapeutic. Com- 
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menting on Bevis’s studies* we pointed out that serious con- 
sideration should be given to the possibility that a consider- 
able proportion of the patients “ who had experienced more 
than three early abortions had done so for psychological 
reasons and that any procedure which is likely to gain their 
confidence may well prove successful.” In this connexion 
I note that “ extensive preliminary investigations,” including 
“ five or more consecutive pregnanediol assays,” were per- 
formed on a number of the cases in the series reported by 
Swyer and Daley. May not these investigations have had a 
powerful psychotherapeutic effect ? Finally, it was we who 
issued the challenge to treat alternate cases with implants 
of an inert compound, for in our second paper we said: 
“There is of course an obvious way of settling the ques- 
tion whether a progesterone implant is endocrinologically 
or merely psychologically therapeutic—namely, to treat 
alternate cases with implants of progesterone and an inert 
compound such as cholesterol.” 

In your annotation you say: “For reasons given” (in a 
subsequent letter to which you give a reference,‘ though 
you do not disclose the reasons) “the challenge was 
declined” (by us). The reasons are that I did not, as you, 
Sir, I gather do not at present time; feel convinced that the 
contention had been proved that progesterone implants were 
without effect in the treatment of habitual abortion (be this 
effect “endocrinotherapeutic” or psychotherapeutic). I 
expressed my attitude in a further letter’ as follows: “If 
my wife had had three miscarriages and was pregnant I 
should most certainly ask one of my colleagues to give her 
@ progesterone implant. How could I, therefore, implant 
an inert substance in similar circumstances into any patient 
entrusted to my care ?”—I am, etc., 


London, W.1. P. M. F. BIsHoP. 
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Post-partum Haemorrhage 

Sir,—I also would like to endorse the importance of the 
paper by Drs. J. D.~Martin and J. G. Dumoulin on the 
subject of the use of intravenous ergot (Journal, March 21, 
p. 643), as does Mr. Keith Vartan (Journal, May 16, p. 1108), 
but from a different point of view. 

From the sphere of a general practitioner in a country 
district, I can foreseé this method earning unjustified con- 
demnation because of the high incidence of manual re- 
moval of the placenta, to which the paper and Vartan’s 
letter both refer. May I therefore emphasize, as forcibly 
as I can, a point of technique which is of paramount im- 
portance if this method is used, and which I have not seen 
emphasized before? My own preference is to give the 
ergot as soon as the contraction which enables the head to 
be crowned has subsided, or, in the ‘case of a forceps 
delivery, as soon-as the head has been eased out. The 
vitally important: step comes next. Knowing that a long 
and powerful contraction will arrive in a matter of 30 
to 40 seconds, the need to deliver the shoulders and the 
rest of the baby with all reasonable speed has gone. This 
feeling of urgency is almost an instinct in the older mid- 
‘wives, and is surprisingly difficult to resist. It is this which 
must be changed. The shoulders can be delivered slowly 
and gently, as they need only to be guided and controlled. 
Once the thorax is born, the abdomen, thighs, and extremi- 
ties should be deliberately delayed instead of allowing them 
to arrive at the normal speed. It is this which is so 
surprisingly difficult to do and even more difficult to teach 
midwives to do, so deeply ingrained is the feeling that 
delivery should be completed “ before the pain goes.” If 
one follows this seemingly mirfor change of technique, it 
will usually be found that as soon as the cord is clamped, 
tied and cut, and the baby out of the way, the placenta 
is resting in the upper vagina with a firmly contracted 
uterus above. Completion of the third stage is over in two 
minutes. 


To digress from the bare bones of: tables and statistics, 
I would add that most of my midwifery is in cottages and 
houses in a rural district. I expect to be able to deal with 
some of the complications of labour—and am equipped 
to do so—which involve anaesthesia and a forceps delivery. 
My anaesthetic of choice is still chloroform, and the adop- 
tion of this intravenous ergot technique has robbed these 
manipulations of the fear of a post-partum haemorrhage 
which always lurked in the background previously. Indeed, 
on one occasion, when chloroform was given for me by a 
consultant anaesthetist instead of by my partner, intra- 
venous ergot was the only thing which saved a devastating 
bleeding from an almost atonic uterus. Over a period of 
three years I have used this method when the need or 
opportunity arose, and in some sixty cases retention of the 
placenta has not occurred, and it goes without saying that 
the small loss of blood has been striking. 

As I said, I am writing from the point of view of the 
general-practitioner obstetrician to endorse the great value 
of the intravenous ergot technique and to emphasize the 
importance of this detail of its performance which I think 
is the keystone of the whole thing. It may save the method 
from hasty and unfair condemnation in that very sphere 
of midwifery where it is of the greatest value—the cottage 
in the country.—I am, etc., 


Itminster. HuGH CARTWRIGHT. 


Transverse Arrest of Head 


Sir,—I have read with great interest the correspondence 
which has appeared since the publication of Mr. Bryan 
Williams’s excellent article on “ Transverse Arrest of Head 
and the Occipito-posterior Position” (Journal April 18, 
p. 865). It speaks highly for present-day obstetrics that Mr. 
Williams’s advocacy of Kielland’s forceps has not provoked 
a repetition of the unjustified criticisms made by Continental 
writers following the publication of Kielland’s original 
article in 1916." At that time a few, but very vocal, 
obstetricians condemned the instrument even though some 
had never used it. 

I note that the old controversy of whether Kielland’s for- 
ceps should be used only by obstetricians still persists, but I 
am surprised that Dr. C. Rutherford Morison (Journal, 
May 16, p. 1107) considers the “ wandering method” to be 
a new one. Not only did Kielland refer to this in his 
original paper but many writers have done so during the 
last 37 years.” *—I am, etc., 

St. Asaph. E. Parry JONeES. 
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Proctalgia Fugax 


Sm.—The article by Mr. M. R. Ewing on proctalgia fugax 
(Journal, May 16, p. 1083) raises many interesting questions, 
and prompts me to describe a condition which, though dis- 
similar, presents sufficient points of resemblance to proc- 
talgia fugax to make one wonder whether the two conditions 
may not have a common origin. 

The condition, which recurs at intervals of four to six 
months, consists essentially in a dream of which the main 
content is a sense of forcible compression in the region of 
the waist, causing intense anxiety, inability to take a breath, 
and fear of asphyxiation. Sometimes this sensation is 
accompanied by an objective dream content, such as that 
one’s waist is being compressed by the hands of another 
person, by a rope, a metal band, or other apparatus, and 
that one is endeavouring vainly to escape. At other times 
there is no objective content, the sole matter of the dream 
being the sense of compression. At the height of the 
dream, when the sensation becomes unbearable, and remin- 
iscent of the “being held very tightly by the rectum and 
unable to escape” of Mr. Ewing’s patient, waking occurs. 
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The first feeling on waking is one of terror. This, however, 
is rapidly replaced by relief on discovering that the incident 
was, after all, merely a dream. The dream, which began 
in childhood, has persisted well into middie age, and has 
become somewhat more frequent of late years. I have been 
unable to associate it with food, fatigue, temperature, 
mental anxiety, ill-health, or any other predisposing cause. 

The points of resemblance between proctalgia fugax 
and the condition which I have described but cannot name 
are as follows: (1) occurrence of an acute distressing spas- 
modic condition in an apparently healthy person; (2) 
absence of recognizable physical cause ; (3) nocturnal inci- 
dence, usually in the small hours; (4) “aura,” in some 
cases a feeling of malaise, in mine a frightening dream ; 
(5) a sensation of violent gripping, in one case in the rectum, 
in the other round the middle of the trunk ; (6) rapid dis- 
appearance of the symptom without after-effects. 

I believe the cause of both these conditions to be: psycho- 
logical, probably an unresolved anxiety state. I should be 
greatly interested to learn the views and experience of 
others, and especially to know whether the condition I 
describe is as relatively common in women as proctalgia 
fugax would appear to be in men.—I am, etc., 

London, N.W.11. SYLviA G. CHAPMAN. 


Sir,—I enjoyed Mr. M. R. Ewing’s survey (Journal, 
May 16, p. 1083) of this distressing complaint. When it 
was discussed at the Gastro-Enterological Club in 1948, 


Ryle raised objection to the name as being a Greek-—Latin . 


hybrid, but clearly the term has come to stay. At this time 
I remarked that, as Mr. Ewing suspects, the disease is not 
rare. As a leading symptom it seldom appears, and, in 
fact, over a five-year period I was consulted primarily for 
this pain eight times only. Six of the patients were doctors. 
During the next five years at the end of the history-taking 
I asked every patient, no matter what disease, whether he 
or she had ever suffered from rectal pain. Sixty-six replied 
in the affirmative, and analysis of their discomfort made it 
clear that they were suffering from proctalgia fugax. It 
is the transient nature of the pain and the long intervals 
of freedom which induce forgetfulnesss or lack of sufficient 
anxiety to drive the victim to the doctor. 

Of the different methods of treatment, Ryle was con- 
vinced that sustained deep pressure on the perineum was 
the most effective. Many others, notably W. E. Tanner, 
declared that distension of the rectum by enema of water 
or even air would abolish this unbearable pain. Mr. 
Ewing is impressed by the rapid response to the taking of 
food. If this is, in fact, effective it will certainly be wel- 
comed by “ proctalgics” as a substitute for their previous 
therapeutic gymnastics. It is in relation to aetiology that this 
point is of especial interest. Mr. Ewing assumes that initia- 
tion of the gastro-colic reflex inhibits painful muscle spasm, 
and implies, I think, that it is colonic or rectal spasm he 
has in mind. I wonder if this is so? I agree that amyl 
nitrite is useless. May it not be that the pain is due to 
segmental cramp of a section of the levator ani? When 
I described the pain in the Lancet (1928, 2, 1263) I described 
the finding in one case of simultaneous contraction of the 
iliac colon and rectum, but I am sure that this finding is 
quite exceptional. In fact it has not since been confirmed 
by nine doctor patients who at my request have repeatedly 
explored their rectums in attacks. In two of them no abnor- 
mality was found. In seven a tense tender band was 
palpable through the rectal wall on one or other side, 
never anteriorly, and always at the full length of the exam- 
ining finger.—I am, etc., 

London, W.1. A. H. DoUTHWAITE. 


Liver Injury by Antibiotics 


Sir,—We did of course read with great interest the anno- 
tation (Journal, April 4, p. 777) concerning liver injury due 
to antibiotics. 

We would, however, like to point out that certain 
statements made therein are subject to misinterpretation 
by the casual reader. In particular, the toxic effects of 


aureomycin administered to humans, which were demon- 
strated by Lepper and his associates, have not been 
demonstrated to our knowledge for terramycin. While it is 
true that Lepper and his group did show that large doses of 
terramycin intravenously in mice were capable of producing 
liver damage, clinical studies have not demonstrated such ~ 

toxicity.—I am, etc., : 
New York. MICHAEL CARLOZZI. 
Chas. Pfizer and Co., Inc. 


REFERENCE 
1 Arch. intern. Med., 1951, 88, 271. 


Litigation Agaimst Doctors 

Sir,—The council of this association, representing the 
staffs of the regional hospitals in England and Wales, wishes 
to register its grave concern about the increase of litigation 
involving members of the medical staffs of hospitals. It has 
been stated that the number of successful cases, in which 
an action for negligence against a medical officer is proved, 
has not increased. This is beside the point. The increase 
in claims against members of the profession, whether suc- 
cessful or not, whether justifiable or not, is not in doubt. It 
is certain that such claims and actions hinder the proper 
function of hospitals. They disturb the confidence of the 
hospital medical staff, particularly junior staff, in under- 
taking the responsibility of casualty and anaesthetic work, 
and lead to extravagant and frequently unnecessary precau- 
tionary investigations and to estrangement between hospital 
authorities and the medical staff. 

It has been stated that a new definition of “ negligence ” 
as it affects a medical practitioner is called for. It is per- 
haps too much to ask for a complete restoration of confi- 
dence between doctor and patient against a background of 
an all-providing State and the infinite possibility of free 
litigation. The litigious or aggrieved patient is, however, 
still fortunately in the extreme minority. An _ effort 
wherever possible should therefore be made to point out to 
a public which may be satisfied though apathetic that in- 
crease in claims or actions against the profession is bound, 
for reasons already detailed, to react unfavourably upon the 
particular patient by increasing the cost of the service and 
disturbing that mutual harmony and confidence without 
which the best work is impossible.—I am, etc., 

R. E. Jowett, 


London, W.C.2. President, 
Regional Hospitals’ Consultants and Specialists 
Association. 


Succinylmonocholine 


Sir,—Lehmann and Silk report (Journal, April 4, p. 767) 
that succinylmonocholine acts in the rabbit as a muscle- 
relaxant drug of lower potency and longer duration than 
suxamethonium (succinyldicholine). They also find it is 
destroyed by cholinesterases. Whittaker and Wijesundera’ 
had previously identified succinylmonocholine as a product 
of the enzymatic hydrolysis of succinyldicholine in vitro. 
These findings raise two questions of importance to 
anaesthetists. To what extent could succinylmonocholine 
itself be used as a muscle-relaxant of longer duration than 


. succinyldicholine ? To what extent may the production of 


succinylmonocholine in the body, after administration of 
succinyldicholine, account for the occasional prolonged 
reactions to the latter drug? Our findings in the mouse 
and cat may help to answer these questions. We used the 
chlorides of both compounds, and results are given in terms 
of active cation. 


The intravenous dose of succinylmonocholine required to para- 
lyse 50% of mice running on a rotating drum was 1.8 mg. per 
kg. (30 mice). The corresponding figure for succinyldicholine 
was 0.11 mg. per kg. Succinylmonocholine has been administered 
intravenously to eight cats under chloralose anaesthesia. The 
dose of succinylmonocholine required to abolish response from 
the tibialis muscle stimulated through its motor nerve was about 
1.7 mg. per kg. The corresponding dose of succinyldicholine was 
0.04 mg. per kg. The ratio of activity of succinylmonocholine to 
succinyldicholine, of about 1 to 40, is the same as that reported 
by Fraser® for the cat’s gastrocnemius. After administration of 
succinylmonocholine the muscular contraction was briefly en- 
hanced before the onset of paralysis. Succinylmonocholine 
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caused considerably longer paralysis in the cat than did an equi- 
potent dose of succinyldicholine. As might be expected, succinyl- 
monocholine was prolonged and potentiated by neostigmine. 

As with high doses of succinyldicholine (Somers’), succinyl- 
monocholine had a marked pressor effect in the cat at doses of 
7 and more mg. per kg. For example, to a cat maintained by 
artificial ventilation, successive doses of 17, 34, and 68 mg. 
succinylmonocholine per kg. were given at intervals of 14-2 hours. 
After 34 mg. succinylmonocholine the blood pressure rose from 
120-230 mm. Hg and returned to its previous level within 
24 minutes. The dose of 68 mg. per kg. was fatal. The rise 
in blood pressure caused by succinylmonocholine was abolished 
by hexamethonium and is therefore “nicotinic” in type. In 
some cats there was also a transitory fall in blood pressure after 
succinylmonocholine which was abolished by atropine. The 
pressor effect of succinylmonocholine would be an objection to 
the use of the drug in man, if it occurs at doses close to the fully 
effective dose. Since the rate of destruction of succinylmono- 
choline by plasma cholinesterase is lower than that of succinyl- 
dicholine, and since in man an effective dose of succinylmono- 
choline would no doubt be higher than that of succinyldicholine, 
there would seem to be a greater danger of prolonged reactions to 
succinylmonocholine. If succinylmonocholine were to be widely 
used, a preparation of plasma cholinesterase should presumably 
be available as an antidote. The danger of prolonged reaction 
might, however, be somewhat offset by the fact that cell 
cholinesterase slowly destroys succinylmonocholine. 

With regard to the second question, succinylmonocholine is so 
much less potent than succinyldicholine in animals that we might 
expect that the amounts of succinylmonocholine produced in man 
by the enzymatic breakdown of single doses of succinyldicholine 
would be insufficient to exert any appreciable blocking action on 
the neuromuscular junction. An exception might occur, however, 
where very large doses of succinyldicholine are administered by 
intravenous drip. For example, Bourne, Collier, and Somers‘ 
report delayed recovery in a patient who received a total of 2.3 g. 
of succinyldicholine during three hours. The gradual return of 
strength seen in this patient would be in keeping with the con- 
tinued presence of a just effective quantity of a longer-acting 
relaxant such as succinylmonocholine. 

Our thanks are due to Miss M. P. Hatton for technical 
assistance, and to Mr. EB. Eastwood for preparation of 
succinylmonocholine.—We are, etc., 

H. O. J. CoLyier. 
BARBARA M. MACAULEY. 


Research Division, 


Ware, Herts. 
Allen and Hanburys Ltd. 
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Dangers in the Use of Thorotrast 


Smr,—A case showing chronic changes in the central ner- 
vous system following “ thorotrast ” ventriculography shown 
at the Royal Society of Medicine by Dr. Robert Hughes, of 
Liverpool, and the basis of an article by him,’ prompts me 
to report a similar case. 

The patient had thorotrast introduced into the ventricles in 
1941 for an unexplained hemiplegia which probably, in the light 
of future evidence, was of vascular origin. Four years later, in 
1945, he began to lose control of his micturition. In 1947 he 
noticed loss of control of his bowel function and is now com- 
pletely incontinent of both urine and faeces. On examination, he 
had a low cauda equina lesion and had slight sensory loss over 
the first and second sacral roots. He had completely lost his 
sexual function. The anal canal was patulous, and at least three 
fingers could be inserted into the anus without discomfort. 
X-ray examination of the lower spine showed that the thorotrast 
was collected at the base of the theca and surrounding the roots. 
X-ray of the skull showed that thorotrast was still present in the 
ventricular system. 

The patient refused to come in for lumbar puncture, so we were 
unable to investigate him further, but x rays of the spleen and 
liver showed thorotrast in these organs. It would appear, as in 
Dr. Hughes’ case, that most of the original thorotrast is still 
within the patient The cauda equina lesion must be caused by 
either arachnoiditis due to chemical irritation; continuing radio- 
activity of the material, which was shown to be present in Dr. 
Hughes’ case and our own; or even the possible development of 
a tumour in the region of the cauda equina, malignant disease 
having been found to result from thorotrast introduced into the 
system. 











This case is recorded to emphasize the importance of 
realizing the dangers associated with the use of thorotrast, 
which is still used too freely as an opaque medium, and 
also the delay in the development of symptoms. Several 
years often elapse before the patient complains of any symp- 
toms. At a later date it is wellnigh impossible to remove 
this substance from the theca, as it becomes intimately 
bound to the spinal roots and no treatment alleviates the 
serious cauda equina lesions.—I am, etc., 


Bristol, 8. A. M. G. CAMPBELL. 
REFERENCE 
1 Hughes, R. R. (1953). Proc. roy. Soc. Med., 46, 191. 
Reaction to Blood Transfusion 


Sir,—There is nothing that offers a better opportunity 
for legal action than a transfusion reaction. The public 
not unnaturally thinks that every mishap is due to some 
carelessness in grouping or cross-matching. It is, however, 
not aware that a dangerous or fatal reaction can occur 
in the absence of any such error, and it is to afford evidence 
in support of some unfortunate pathologist who gets caught 
out in this way (as I myself was) that I consider that the 
following case should be given as much publicity as 
possible. 

A woman aged 52 was admitted for operative treatment of 
a hernia. Her haemoglobin was 67%. Complete blood count 
showed mild secondary anaemia, but was otherwise not illumin- 
ating. Blood group A, Rh positive. It was thought advisable 
to give her a pint of blood pre-operatively. Rh-positive blood 
was cross-matched for ber. After about 5 ml. of this had been 
transfused, she developed all the signs of a complete incompati- 
bility with violent pain in the back, extreme pallor, and collapse 
with almost imperceptible pulse. The transfusion was instantly 
stopped and cross-matching was quickly repeated with entirely 
negative results. A fresh specimen of blood was grouped with 
exactly the same result as before, and a cross match of the fresh 
serum with the original pint of blood also showed no incom- 
patibility. 

The patient fortunately survived, contrary to all expectation, 
and the operation was carried out successfully without trans- 
fusion. Probably on account of the very small amount of blood 
transfused there was no haematuria. A fresh specimen of blood 
was sent, together with the peccant bottle of blood, to Dr. Plaut 
at the North London Blood Transfusion Centre, who verified 
our grouping and stated that no abnormal agglutinins or other 
reasons for incompatibility were found. 

It is therefore suggested that the incompatibility was not a 
cellular one but was due to plasma. As against this, it is surely 
unusual for a plasma incompatibility to show itself in this way 
with pain in the kidney region. It more commonly seems to take 
the form of rigors occurring after rather more than 5 ml. of 
blood has been given, or possibly even the next day. 

She was never very well afterwards, a fact that she did not 
hesitate to. attribute to the transfusion, but the real reason 
(as also that of her anaemia) became apparent about a year later 
when she was admitted moribund with an inoperable carcinoma 
of the stomach and secondary deposits in the liver from which 
she died. 

In 30 years of transfusing blood I have only once seen 
such a catastrophe happen before, and that was with blood 
on which no cross match had been carried out. But in 
those days only the most enlightened persons thought this 
necessary. I hope the record of this case may be of service 
to anyone who encounters a similar disaster—I am, etc., 

London, W.1. J. W. SHACKLE. 


Half-way Houses for the Elderly 


Sir,—Because it has been difficult to place certain elderly 
sick people into the categories of regional board (hospital) 
or local authority (hostel) responsibility there has arisen 
the idea that there must be a category of people who fall 
between these two groups. It is stated that some people 
need more care than they can receive in local authority 
accommodation, and do not need sufficient care to warrant 
their admission to hospital. King Edward’s Fund for 
London and the National Corporation for the Care of Old 
People have provided accommodation in large houses in the 
London area which are variously designated as half-way 
houses or rest homes. These homes provide accommoda- 
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tion for 20 to 40 patients, and, I am informed, have been 
established for experimental \ purposes. No doubt the 
appropriate bodies will issue one of their most valuable 
statements when they have had time to assess the value of 
this type of accommodation, but I believe we should con- 
sider now what function this type of accommodation does 
fulfil and whether it is really necessary. 


I believe that all patients can be grouped into those falling 
within the categories of sick or well, and, while it is said that the 
elderly readily move from sickness to health and back again, this 
does not invalidate the ability to place them in the group most 
suitable for their needs. If a patient can dress himself, wash 
himself, and feed himself, although he may need some assistance, 
and provided that he is neither mentally deranged nor incontinent, 
he should be regarded as the responsibility of the local authority. 
All other patients should fall within the responsibility of the 
regional board. The patients who are well one day and ill the 
next should be placed under regional board responsibility if their 
illness lasts for a few days continuously. The regional board 
would therefore be responsible for all types of sickness in the 
elderly, ranging from those who need the most expert medical 
and nursing care to those who need simple nursing care, and 
finally to those who are “ frail ambulant.” These needs can best 
be supplied by a geriatric unit, and in many parts of the country 
this type of service has been provided. 

The various homes established by voluntary bodies and known 
as half-way homes, etc., do fulfil a most useful function, but, 
I believe, a function not originally intended, and certainly do not 
treat the type of patient who is popularly supposed to need 
“half-way” care. One doctor working in one of these homes 
considers that convalescence is half way between. health and 
sickness, and his home is used entirely as a convalescent home for 
elderly people following acute illness. Other homes cater for the 
less seriously ill, and I believe others provide.accommodation for 
healthy people which should be provided by the local authority. 


One would suggest that a grave difficulty in the service 
for sick elderly patients is the absence of facilities for con- 
valescence. Such accommodation is extremely desirable 
and would, if provided in conjunction with a geriatric unit 
of a hospital, enable many patients to leave hospital earlier 
than they do, would reduce thereby the waiting-list, and 
would provide accommodation, at less cost than a hospital 
bed. Would it not be possible for the regional boards 
and the local authorities to agree on a suitable method of 
financial support for this type of establishment ?—I am, 
etc., 

Manchester. 


Gold Therapy in Rheumatoid Arthritis 


Sir,—I have read carefully the paper by Drs. R. A. Peebles 
Brown and J. P. Currie (Journal, April 25, p. 916) on obser- 
vations on gold therapy in rheumatoid arthritis. Being 
responsible for the introduction of gold salts in the treat- 
ment of rheumatoid arthritis, and being quoted in this 
article, I wish to present the following remarks. 


It is highly desirable to check the treatment of rheumatoid 
arthritis against the response of control cases. But the value even 
of such experiments is practically annihilated by the fact that it 
is impossible to collect a sufficient number of cases which are 
strictly similar as regards duration, gravity, and anatomical 
changes, and which can be kept over a sufficient length of time in 
identical conditions of observation. The paper of Drs. Peebles 
Brown and J. P. Currie is based on a single course of gold salts 
and placebo injections given during a few weeks and on the assess- 
ment of the patients after 13 months. It overlooks entirely several 
important factors which we indicated more than 15 years ago 
and which are now generally accepted. No judgment can be 
passed on the value of chrysotherapy in rheumatoid arthritis after 
a single course of injections, since almost half of the patients 
show the first definite signs of improvement only after the second 
course or even later; even in cases which have been improved 
during the first course of gold salts, if a second ‘course is not 
given after.a period of six to eight weeks, there occurs almost 
certainly a relapse within the following months. 

In choosing an interval of 13 months for the assessment of 
their cases—that is, 8-10 months after the end of the treatment— 
they have availed themselves of the most unfortunate time, since 
they estimate the condition of their patients at the very moment of 
the relapse. It is hard to believe that the authors are unaware of 
the usual and irregular course of rheumatoid arthritis. But the 


J. M. GREENWOOD. 


most powerful argument against any investigation based on short- 
term experiment on such a chronic disease as rheumatoid arthritis 
is that no therapeutic results can be assessed except after several. 
years of clinical observation, certainly not less than five years. 

As gold salts are still used in rheumatology after 24 years 
and in spite of the introduction of cortisone and A.C.T.H., 
there seems to be some clinical evidence tothe medical 
profession at large of their therapeutic value. Why are 
gold salts the only antirheumatic drugs which have resisted 
the test of time after 20 years ? And are the clinical results 
not the best evidence from which to evaluate the thera- 
peutic value of our treatments? Gold salts are certainly 
not a panacea and should be associated with all the recog- 
nized forms of treatments of rheumatoid arthritis, but they 
would not remain in use if they did nothing more than saline 
injections.—I am, etc., 


Aix-ies-Bains. J. FORESTIER. 


Carcinoma of the Breast 


Sir,—I have read with much interest and pleasure the 
erudite article in the Refresher Course series by Mr. Hedley 
Atkins on carcinoma of the breast (Journal, May 16, p. 
1099). Under the heading of diagnosis he very rightly 
emphasizes the difficulty of saying with certainty what a 
lump is until it has been removed and carefully examined ; 
and that all single lumps in the breast should be removed, 
with the possible exception of fluctuant lumps all the physi- 
cal signs of which disappear after aspiration. 

Years ago I was taught that pain was a favourable sign 
suggesting “chronic mastitis” and that carcinoma was a 
painless lump. I used also to teach this, but have long given 
up doing so after seeing many cases of carcinoma of the 
breast in which pain was coming in sharp sudden stabs. 
Corry recently wrote an article’ emphasizing this point and 
giving records of his cases over many years. I have at pres- . 
ent under my care two ladies, one of whom was first made 
aware of anything wrong by being awakened at 3 a.m. by 
a severe pain in the breast which persisted for some hours. 
It was a typical carcinoma. The second had initially a 
persistent pain going on for some days. She had a Stage I 
carcinoma. The presence or absence of pain in the breast 
should not influence one in following Mr. Atkins’s advice 
about removing all single lumps in the breast. 

Another point in diagnosis is the dimple in the breast with, 
or without, a lump. I have another lady under my care at 
present who noticed a dimple in her right breast as long ago 
as two years: she watched it gradually get deeper and was 
not at all disturbed, because an article in a popular maga- 
zine made no mention of dimples, but only referred to the 
importance of showing all lumps to the doctor. She was 
only able to feel a lump for the first time six weeks ago. 
She has a deep carcinoma with involvement of axillary 
nodes.—I am, etc., 


London, W.1. JoHN HosForp. 


REFERENCE 
1 Lancet, 1952, 1, 274. 


Smoking and Cancer of the Lung 


 Sin,—Mr. J. A. Heady and Mr. R. G. Barley (Journal, 
May 16, p. 1105) have attempted to put the data of 
Dr. Richard Doll and Professor A. Bradford Hill (Journal, 
December 13, 1952, p. 1271) into a suitable form for show- 
ing to the man in the street the difference in his chances 
of dying from cancer of the lung if he smokes a giver 
number of cigarettes per day. To this end the authors 
take 1,000 young men aged 25 and calculate the numbers 
who would survive to ages 55, 65, and 75 under the alterna- 
tive assumptions that they do not smoke, that they smoke 
15-25 cigarettes per day, or that they smoke 25-50 cigarettes 
per day. I have examined this problem, using a slightly 
different approach, but one that I feel would give the ordi- 
nary layman a more precise answer to the blunt question: 
“What happens if I smoke x cigarettes per day?” 

If a group of men aged 25 are considered and the average time 
that they live from then on is found, this average is designated 
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the expectation of life of a man aged 25. To work out this 
average a simple method is to take, say, 1,000 men aged 25 and 
using the appropriate death rates find the number who would 
be alive at ages 26, 27, 28, and so on. It is then a fairly straight- 
forward matter to transfer this series of numbers into an average 
length of life. Owing to the form in which the smoking data 
are available the exact numbers surviving to each individual age 
cannot be obtained. Instead a number of pivotal values are 
obtained and a graphical graduation employed to get the inter- 
mediate values. To obtain the values for ages over 75, for which 
there are insufficient data, the following artifice is adopted. Ona 
large sheet of graph paper the numbers surviving for ages 25-75 
are plotted for each of the three groups of smokers. On the 
same sheet the appropriate figures from the 1942-4 male life table 
compiled by the Government Actuary’s Department for the whole 
of life are superimposed. It is then assumed that the three curves 
under consideration would have the same form above the age of 
75 as that of the life table curve and a suitable extrapolation is 
made by eye. In passing it should be noted that quite wide 
differences in the forms of the three curves for these advanced 
ages did not materially affect the final figures. : 

The results found by the methods described are given in the 
table, which relates to greater London. 


Expectation of Life of a Man aged 25 


Non-smoker ma ain Ss 45.9 years 
Smoking 15-25 cigarettes per day .. .. 44.9 years 
Smoking 25-50 cigarettes per day .. .. 44,2 years 


Whilst these results cannot be regarded as exact, they 
show that a man aged 25 suffers a reduction of about 2.2% 
in his expectation of life if he is a moderate smoker and 
about 3.7% is he is a heavy smoker. The question as to 
whether this is regarded as being an appreciable reduction 
or not must be left to the individual to answer for himself. 
—I am, etc., 

London, W.C.1. 


Controlled Hypotension in Neurosurgery 


Sir,—I have read with interest the paper on controlled 
hypotension in neurosurgery with hexamethonium and pro- 
caine amide by Dr. David Aserman (Journal, May 2, p. 961). 
I feel, however, that it is unwise to inject a dose of 100 mg. 
of hexamethonium when the patient is placed in a 30 degrees 
anti-Trendelenburg tilt, as a sudden cardiac arrest can and 
has occurred in the young and robust who happen to be 
sensitive to this drug. I am in agreement with a large 
initial dose of the hypotensive agent, but would rather 
give it when the patient is flat. After due time has elapsed 
to assess its effect the patient can then be postured to 
the degree required for the optimum blood-pressure level. 
If the blood-pressure fall is inadequate, or the pulse rate 
increases by more than 10 beats per minute, procaine amide 
can be employed. 

Dr. Aserman makes the important statement that the 
blood flow through the brain is less. than is indicated by 
the brachial blood pressure, and if cerebral anoxia is to 
be avoided it should be realized that for every 15 in. 
(37.5 cm.) that the head is raised above heart level there 
may be a drop of some 30 mm. Hg. Dr. Aserman states 
that in general surgery under hypotension reactionary 
haemorrhage has been one of the most frequent complica- 
tions, but this has not- been my experience. Furthermore, 
he suggests doses of thiopentone up to 1 g., but I feel 
the total dose of this drug can with profit be kept down 
to 0.5 g even in the robust, although in this type of 
patient an initial dose of procaine amide in the region of 
1 g. may be necessary, together with the infiltration of 
the area to be incised with an analgesic without adrenaline. 
The development of an attack of asthma he mentions in a 
man 70 years old adequately anaesthetized and under such 
vagolytic drugs as gallamine triethiodide, pethidine, and 
hexamethonium is difficult to accept. One is tempted to 
blame some degree of mechanical obstruction associated 
with the endotracheal tube for the trouble. 

The problems of cerebral anoxia and “ retractor anaemia ” 
discussed are interesting and it may well be that these 
dangers will be mitigated in the future by the use of the 
new phenothiazine derivative R.P.4560 (“ largactil ”) at pre- 
sent under clinical trial. This drug appears to have a wide 


P. G. Moore. 


spectrum of activity, for in addition to being analgesic, anti- 
histaminic, vagolytic, and adrenolytic, it lowers body tem- 
perature and metabolism. Oxygen consumption is thereby 
reduced and the resistance of tissues to anoxia is increased. 
Indeed the future use of hypothermia and artificial hiberna- 
tion in surgery and anaesthesia would appear to be assured. 
—I am, etc., 


Hull. W. N. ROLLASON. 


The Premenstrual Syndrome 

Sir,—Over the last decades it has become abundantly 
clear that the adrenal cortex exhibits a cyclical activity in 
the female, that it produces both male and female sex hor- 
mones, that it responds to gonadotrophin, that the ovaries 
probably respond to A.C.T.H., and that ‘progesterone has 
a cortical hormone-like action. In short the interrelations 
of the ovary and the adrenal are so close that the steroid 
metabolism of the mature female moves as one biochemical 
unit. Under these circumstances the fact that you were able 
to publish three articles on the premenstrual syndrome 
without so much as mentioning the adrenal gland must be 
taken as an illustration of a general reluctance to look 
further than the ovary when dealing with disturbances of 
the menstrual cycle. 

I have elsewhere’ pointed out the many difficulties and 
inconsistencies inherent in any attempt to explain the 
premenstrual syndrome on a purely ovarian basis, and Drs. 
Raymond Greene and Katharina Dalton (Journal, May 9, 
p. 1007) seem to be well aware of the many snags to their 
hypothesis. The idea of a disturbed ratio between mineralo- 
corticoids and oestrogens on the one hand and gluco- 
corticoids and progesterone on the other goes consider- 
ably further in explaining the totality of the syndrome. At 
the same time, it is probably wrong to attribute to direct 
endocrine action all the complaints met with in the pre- 
menstrual phase. Many of these depend on an uncovering 
of basic physical and psychological defects. This seems 
especially true of premenstrual manifestations of allergy, 
which are almost certainly due to the withdrawal of steroid 
protection from hypersensitive shock organs and not to a 
pathogenic effect of hormones upon normal organs, as 
Greene and Dalton suggest. 

Whilst thus disagreeing with their pathogenic concepts I 
congratulate your authors on having accurately described 
the clinical manifestations of a very important disorder. 
I also fully agree that progesterone treatment will relieve 
most cases. I have even found it effective in a very 
obdurate case of premenstrual ulceration of mouth and 
vulva. In view of the intricate interrelations of the steroid 
hormones, however, no pathogenic conclusions can be 
drawn from the pharmacological action of progesterone.—I 
am, etc., 


Glasgow. E. GEIRINGER. 


REFERENCE 
1 J. Obstet. Gynaec. Brit. Emp.,. 1951, 58, 1010. 


Sliding Hernias Through the Oesophageal Hiatus 

Sm,—Dr. G. Rios-Solans (Journal, May 9, p. 1029) 
expresses surprise about the comparative discrepancies be- 
tween necropsy and x-ray findings in cases of hiatus hernias. 
He contrasts his own findings of 26% of such hernias with 
x-ray findings of only 11%. 

It is by no means easy to demonstrate a hiatus hernia 
radiologically unless the patient is tilted into the Trendelen- 
burg position and screened prior to the taking of the films. 
I have found repeatedly that it is only possible to demon- 
strate a hernia if the patient is slightly turned into either a 
left anterior oblique or left posterior oblique position. Radio- 
logists frequently desist from carrying out this examination 
in the elderly because they do not like to submit the 
patient to the additional discomfort of such positioning. If, 
however, the examination is carried out in the manner indi- 
cated, I have found a hiatus hernia rate of 20-25% in all 
patients submitted to barium meal examination who are over 
the age of 60.—I am, etc., 


London, W.1. J. RABINOWITCH. 
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Obituary 








WILLIAM FORBES, MB., F.R.C.P.Ed. 


We record with regret the sudden death on May 17 of 
Dr. William Forbes, senior lecturer in pathology in the 
University of Edinburgh. He was 38 years of age. 

Born at Edinburgh on September 4, 1914, William 
Forbes attended George Heriot’s School, of which his 
father, Mr. William Forbes, had been physics master, 
and became proxime accessit to the head of the school 
and the first winner of the nature science medal in 1932. 
He then began his university career, taking a combined 
course in medicine and science at Edinburgh. After 
distinguishing himself as an undergraduate, and gaining 
many prizes and the medal and first place in pathology, 
he graduated M.B., Ch.B. in 1938. A year devoted to 
the intensive study of pathology followed, and he 
obtained the B.Sc., with first-class honours in pathology, 
in July, 1939. After holding a hospital clinical appoint- 
ment, he passed the M.R.C.P.Ed. examination in 1941. 
About that time he joined the staff of the pathology 
department in the university and at the Royal Infirmary, 
and did strenuous work in both during the period of the 
last war. Forbes was very anxious to go on active ser- 
vice with the Forces, but, partly from health reasons and 
mainly because the Central Medical War Committee con- 
sidered he should be reserved for his civilian duties, he 
loyally carried on in the university and in the hospital 
service. His hospital work included duties not only at 
the Royal Infirmary but at many other hospitals, includ- 
ing the municipal hospitals and the Emergency Medical 
Service hospitals around Edinburgh. The heavy strain 
of that period told on a frame already not too robust, 
and left effects from which it is doubtful if he ever really 
recovered. In appreciation of his good work Forbes was 
elected F.R.C.P.Ed. in 1945. 

When Dr. William Blackwood went to the National 
Hospital in Queen Square, London, in 1947, Forbes 
succeeded him in the University of Edinburgh as senior 
lecturer in neuropathology—he had been a lecturer him- 
self since 1944—and a year later he became honorary 
consultant in his subject to the South-eastern Region of 
Scotiand. The laboratory, formerly financed and man- 
aged by a laboratory committee of the Scottish mental 
hospitals, now became involved in a much wider field 
than that of the mental hospitals and dealt with material 
not only from within but. from sources outside the 
region. It became necessary to second assistants from 
the main department of pathology to cope with the 
volume and variety of work, which continued to increase. 
The department of neurological surgery, under Professor 
Norman Dott, utilized the resources of the neuro- 
pathological laboratory, and joint weekly conferences 
were held. Teachers had also to be provided for the 
increasing number of postgraduate courses, All of these 
activities absorbed Forbes’s energies, leaving him with 
little time for any sustained research. In addition, his 
health was never good, and despite six months’ leave in 
1948 he was still obliged to take things quietly for several 
months after that. 

Forbes had shown promise of good work during his 
honours course in pathology, gaining the Gunning 
Victoria Jubilee Fund Prize in Pathology in 1940 for 


’ Original work on histamine in relation to eosinophils. 


He later published several papers on pathological sub- 


jects and was intending to proceed with work on the 
grading of gliomata, cerebral oedema, and cerebral 
anoxia, but the constant pressure of routine examin- 
ations and of teaching precluded him from finding time 
for all he would have liked to do. This preyed upon his 
sensitive mind and greatly worried him, making further 
inroads on his physical reserve. 

Greatly interested in classical music, Forbes had a 
fine collection of records, which he gladly lent to those 
who appreciated them. During the war he gave “ con- 
certs ” of his records on Sunday evenings to members of 
the University Naval Division, to their delight and profit. 
He also had a wide knowledge of English literature and 
could be a most entertaining conversationalist. Itlis a 
tragedy that one so full of energy and promise should 
have fallen by the way so early. Deep sympathy is 
extended to his widow.—A. M. D. 


ALEXANDER MILES, M.D., LL.D., F.R.C.S.Ed. 


R.E. A. has sent us the following appreciation of the late 
Mr. Alexander Miles, whose obituary notice was printed in 
the Journal of April 25 (p. 942): As women students in the 
“ dark ages,” we were allotted to the wards in the Edinburgh 
Royal Infirmary of the junior surgical and junior medical 
lecturers. Those of us who had Mr. Miles as chief can 
never be sufficiently grateful for the care and interest he 
took in teaching us. One aspect of his character stands 
out clearly in my memory. At the end of the session 
Mr. Miles reviewed the work done in wards 5 and 6, in 
which several cases of sepsis had developed. He went over 
all the possible causes, and finished by saying, “ But I have 
to admit that at the same time some of my outside cases 
have also gone wrong, and I fear I must own to being the 
culprit.” This shows the character of Mr. Miles, who could 
admit before a class of the despised women medicals that 
he had made a mistake. I doubt if many other teachers at 
that time would have done so. 





Squadron-Leader A. T. MITCHELL died on April 18 at the 
early age of 26. After an outstanding career at school and 
university, Andrew Tannock Mitchell, who was born on 
September 12, 1926, graduated M.B., Ch.B. from the Univer- 
sity of Glasgow in 1949. He then became house-surgeon 
to Mr. Arthur Jacobs at the Glasgow Royal Infirmary and 
later was house-surgeon at Greenock Royal Infirmary. On 
entry into the Royal Air Force for National Service he was 
accepted for surgical duties, attaining the rank of squadron- 
leader. He did his work conscientiously and well, treating 
all his patients with equal care and courtesy. He was a 
delightful person, honest and true. Strength of mind and 
doggedness of. purpose were covered by a quiet and unassum- 
ing manner. His character was put to the test little over a 
year ago, when the first signs of a fatal disease appeared. 
When this was confirmed soon afterwards he did not give 
way to self-pity. Instead he faced the future with a courage 
which won everyone’s admiration. He kept his illness secret 
from all he could, continuing on full duty till near the end. 
His death, therefore, came as a shock to many people. 
During his illness he was sustained by his fiancée, a friend 
from childhood days, and after their marriage in August 
last year he was ideally happy. Her professional skill and 
loving care also lightened the last few weeks, when he 
was unable to get up. To his wife, his parents, and his 
brother will go out the sympathy of numerous friends in 
whose hearts the memory of “ Mitch” will long remain.— 
J. N. M. 


The death of Dr. J. E. G. THOMSON at Montrose on 
April 29 has removed one who, before his retirement in 
1947, was an outstanding general practitioner. James 
Ettershank Gordon Thomson graduated M.B., Ch.B. from 
the University of Aberdeen in 1907, before he was 21 years 
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of age, and then went straight to Arbroath, which was to 
be the scene of his life’s work. He was called up as a 
member of the Territorial Army on the outbreak of war in 
1914 and saw service in France and Gallipoli, and was 
awarded a well-earned Military Cross in 1918. Of a shy 
and retiring disposition he was beloved by his patients, to 
whom he gave unstinting service. His clinical acumen was 
exceptional, and he was a capable surgeon in the days when 
general practitioners in Arbroath performed appendic- 
ectomies, among other operations. A member of the 
British Medical Association for many years, Dr. Thomson 
was president of the Dundee Branch in 1928-9. He is sur- 
vived by a widow and a daughter, to whom we extend our 
sincere sympathy.—J. W. 


Dr. JaMes CHALMERS, who died in hospital at Stoke-on- 
Trent on April 29 at the age of 65, was in general practice 
at Alton, Staffordshire, for some seventeen years before he 
retired to live at Oakamoor, North Staffordshire, in 1951. 
James Chalmers was born at Aberchirder, Banffshire, on 
August 22, 1887, and was educated at the University of 
Aberdeen, where he graduated M.B., Ch.B. in 1912. After 
graduation he held a resident appointment at Aberdeen 
City Hospital, and in 1943 he took the D.P.H. On the 
outbreak of war in 1914 Dr. Chalmers entered the 
R.A.M.C. and served throughout in Egypt, where he was 
D.A.D.M.S. at the general headquarters of the Egyptian 
Expeditionary Force, with the rank of major. For his ser- 
vices he was mentioned in dispatches. After the war he 
returned to Scotland, and then in 1924 he obtained a senior 
resident appointment at the City Hospital, Birmingham. In 
the following year he entered general practice at Tamworth, 
‘where he also acted as medical officer of health to the urban 
and rural district councils. He was joint honorary secretary 
of the Nuneaton and Tamworth Division of the B.M.A. in 
1927-8, and honorary secretary from 1928 to 1931. After 
moving to Alton in 1933 he continued in general practice 
there until he retired two years ago. Dr. Chalmers’s chief 
interest was in the practice of medicine, and he kept up 
his reading of British and American medical literature until 
almost the end of his life. To an ever-increasing number 
of patients he endeared himself by his unvarying kindness 
and his care and attention to their welfare. He was devoted 
to salmon fishing, and he would have liked to know that 
his ashes would be buried in a churchyard overlooking his 
beloved Deveron, in his native Scotland. He is survived 
by his widow.—J. M. K. ; 


We record with regret the death of Dr. E. A. S. SHAw at 
his home in London on May 2 at the age of 76. Evan Alan 
Sivell Shaw was born at Callao, Peru, on September 13, 
1876, and was educated at Bonn and Brussels. He received 
his medical training at Glasgow, Edinburgh, and at the 
Rotunda Hospital, Dublin, and took the Scottish triple 
qualification in 1910. After taking a post as a ship surgeon 
in 1910-11, he settled in general practice in London, work- 
ing in the Kensington, Bayswater, and Notting Hill districts 
for 40 years. During the first world war he served abroad 
as a captain in the R.A.M.C. For 20 years he was deputy 
medical officer at Wormwood Scrubs Prison. Dr. Shaw 
will be very much missed in the district in which he 
practised. The welfare of his patients was his life’s work, 
and although broken-hearted by the death of his wife two 
years ago hé hid his sorrow and continued to administer 
help and comfort wherever needed. He was rewarded by 
the affection and gratitude of his patients. Mrs. Shaw also 
was greatly loved in the district, for she never heard of any 
sick persons who were alone without visiting them and offer- 
ing her help. In an area of London where many people 
live alone in lodgings her kindness was especially appreciated. 


Dr. WINEFREDE M. GIBSON writes: I read with regret the 
obituary notice of the late Professor WARFIELD LONGCoPE in 
the Journal of May 16 (p. 1113). The postgraduates who 
visited Johns Hopkins Hospital while Professor Longcope 
was physician-in-chief will remember him with affection. 


Both he and Mrs. Longcope gave friendly hospitality to 
them, and I shall always remember being present, one 
Christmas Day, at their Christmas dinner, and being wel- 
comed as one of the family. Since 1938 they never missed 
sending a greeting at Christmastide ; it is no wonder, indeed, 
that he was greatly loved by his students and his friends. 


The death of Dr. ALFRED NOLAN FELL was recorded in 
the Journal of May 23 (p. 1169). We are indebted to “J. H.” 
for the following further appreciation. As a fellow-student 
at Edinburgh University of the late Dr. A. N. Fell, I also 
would like to pay tribute to his memory and to his prowess 
at Rugby football. The University fifteen of his day had 
a great reputation in Scotland, and a following in keeping 
with that reputation. Fell was the fastest three-quarter of 
his time; to see him gain possession of the ball and then 
streak for the line was an experience never to be forgotten. 
Scotland these days is in the Rugby doldrums and could well 
do with another Fell. One of his last public appearances 
was at a jubilee reunion last June of some of the survivors 
of his year (1902) at Edinburgh. He was in the chair on 
that occasion, and his speech proposing the toast of Alma 
Mater will linger long in the memory of those who were 
present. He, like the rest of his year who were present 
at that reunion, was very happy in the knowledge that he 
had completed fifty years in the practice of his profession, 
and that he had been able to return to his Alma Mater to 
acknowledge his indebtedness to her. He was the kindly 
family doctor at his very best, and so his patients and 
friends will miss him very much indeed. But they will have 
very happy memories of him. 





Universities and Colleges 








UNIVERSITY OF OXFORD 
Professor H. R. Dean, Professor of Pathology in the University 
of Cambridge and Master of Trinity Hall, Cambridge, has been 
elected to an Honorary Fellowship of New College, Oxford. 

In Congregation on April 30 the following medical degrees 
were conferred : 

D.M.—J. V. Garrett, J. M. Jefferson. 

B.M.—W. H. Allchin. . 

In Congregation on May 5 the appointment by the Board of the 
Faculty of Medicine of Dr. J. E. French as University Demon- 
strator in Pathology from October 1, 1953, to September 30, 
1958, was approved. 


UNIVERSITY OF CAMBRIDGE 

Professor J. D. Boyd has been appointed a member of the 
Board of Research Studies, to serve until December 31, 1955, in 
place of Mr. C. L. G. Pratt, resigned. 

The following medical d grees were conferred in Congregation 
on April 25: 

M.Cuir.—P. G. Somerville. 

M.B., B.Cuir.—E. T. Stacey. 

In Congregation on May 9 the following degrees were 
conferred : 

M.A.—B. W. Davy, M.D., D.P.H. 

M.D.—G. Osborne (by proxy), J. W. B. Forshaw, P. B. 
Kunkler. 

M.Cuir.—J. P. Stephens. 


UNIVERSITY OF WALES 
In Congregation on February 13 the following medical degrees 
were conferred : 

M.B., B.Cu.—H. L. S. Davies, Barbara M. Evans, W. Harrop- 
Griffiths, G. Harry, Margaret Land, E. B. Phillips, M. S. I. 
Wilkinson. 

The following candidates at the Welsh National School of 
Medicine have satisfied the examiners at the examination 
indicated : 

D1PLoMa IN PusLic HEALTH.—G. M. Davies, E. H. B. Hopkins, 
Sadie M. James, P. K. Murphy. 


UNIVERSITY OF BIRMINGHAM 


Professor T. McKeown has been appointed representative of 
the University at the International Congress of Genetics to be 
held at Bellagio, Italy, in August; Professor E. Brodie Hughes, 
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Professor J. M. Smellie, and Emeritus Professor W. H. Wynn, 
in addition to the Dean of the Faculty of Medicine, have been 
appointed representatives on the Standing Joint Committee of the 
University, the United Birmingham Hospitals, and the Regional 
Hospital Board; Dr. E. Bulmer has been nominated for re- 
appointment and Professor Smellie for appointment as representa- 
tives on the Board of Governors of the Teaching Hospital; and 
Professor C. F. V. Smout has been reappointed representative 
on the Regional Hospital Board. 

Dr. J. H. Cort has been appointed Lecturer in Physiology and 
Dr. Constance A. C. Ross a Research Fellow in the Departments 
of Paediatrics and Child Health and of Pharmacology, from 
January 19, 1953. 

Dr. A. B. L. Beznak has resigned his post as Lecturer in 
Physiology in the University, as from April 30, 1953, on appoint- 
ment to the Chair of Physiology in the University of Ottawa, 
and Dr. Robert Morrison his post of University Clinical Lecturer 
in Radiology on appointment as Senior Scientific Officer ‘at the 
Radiotherapeutic Research Unit at Hammersmith Hospital. 

The title of honorary part-time Lecturer in Medicine has been 
conferred on Dr. O. L. Wade, Senior Registrar in the Medical 
Professorial Unit, United Birmingham Hospitals, during the 
tenure of his present appointment. The title of University Re- 
search Fellow has been conferred on the following for the dura- 
tion of their present appointments: in the Department of Experi- 
mental Pathology, Dr. H. Bickel, Dr. J. D. Blainey, Dr. J. P. Bull, 
and Dr. D. S. Rowe; in the Department of Physiology, Dr. 
I. D. Singh. 

Dr. Mario Manzotti has been appointed temporary Assistant 
Lecturer in the Department of Physiology. 

Sir Harold Himsworth, Secretary of the Medical Research 
Council, will distribute the prizes and give an address to students 
at the opening of the 1953-4 session on October 5. He will also 
open the new block for clinical teaching and research, which 
is now nearing completion. 

The title of University Research Fellow has been conferred on 
Dr. J. S. Howell, a cancer research worker (corrected 
announcement). 

UNIVERSITY OF LEEDS 
The following appointments are announced: Mr. Herbert Agar, 
Clinical Lecturer in Obstetrics and Gynaecology, as Honorary 
Demonstrator in Anatomy; Dr. F. G. W. Marson, as Lecturer in 
the Department of Medicine; and Dr. R. L. Langley, as Honorary 
Lecturer in the Department of Paediatrics and Child Health. 

Dr. C. K. Anderson has been appointed Research Fellow in 
Genito-urinary Pathology for one year in the first instance, from 
November 1, 1953, and renewable annually thereafter, and Dr. 
P. G. Keates Research Fellow in Radiodiagnosis for one year, 
from October 1, 1953. 


UNIVERSITY OF SHEFFIELD 

The following appointments are announced: T. Hanley, M.D., 
M.R.C.P., Full-time Lecturer in Medicine; D. S. Munro, M.B., 
M.R.C.P., Full-time Lecturer in Therapeutics; A. Young, 
F.R.C.S., F.R.C.S.Ed., Part-time Clinical Teacher in Diseases of 
the Ear, Nose, and Throat; A. H. Cameron, M.B., B.S., Lecturer 
in Pathology. 

Dr. J. E. Mitchell has resigned from the appointment of 
Demonstrator in Anatomy on returning to clinical work. 

Dr. P. G. Walker has been appointed honorary part-time 
Lecturer in Biochemistry. 

Dr. Lorna H. Drought has resigned her appointment as 
assistant medical officer to the Student Health Service. 


QUEEN’S UNIVERSITY, BELFAST 
The following medical degrees were conferred on December 19, 
1952: 

M.D.—*D. T. Gilchrist, *D. A. R. Orr, *I. D. Thompson, 
J. F. Breach, D. T. Glass, F. D. Honneyman, S. H. S. Love, 
E. A. Murphy, W. A. Norris, G. U. Thomas, Irene M. Thompson. 

M.B., B.Ch., B.A.O.—D. J. Acheson, Barbara D. Allen, G. A. 
Balmer, Ann T. Bowden, G. W. Donaldson, T. N. Elmwood, A. 
Gaston, Mary S. Gilbody, K. I. McD. Heath, Sheila H. Hoey, 
A. K, Irvine, R. H. Johnson, J. Kelly, G. W. C. McCartney, 
J. D. McDowell, A. C. M. L. Miller, H. R. St. L. Ormonde, 
G. B. Purce, Ellen D. Shilliday, A. B. Siewers, F. A. Thompson. 

*With commendation. 


ROYAL FACULTY OF PHYSICIANS AND SURGEONS OF 
GLASGOW 

At a meeting of the Faculty held on April 13, with the President, 

Dr. Andrew Allison, in the chair, the following candidates were 

admitted Fellows of Faculty: Qua Physician, E. B. Hendry, 

S. J. Irani, J. H. R. Ramsay, C. Ratnavel, R. S. Walker. Qua 

Surgeon, M. I. Anwar. 


INFECTIOUS DISEASES AND VITAL STATISTICS 
Summary for British Isles for week ending May 16 
(No. 19) and corresponding week 1952. 


Figures of cases are for the countrics shown and London administrative 
county. Figures of deaths and births are for the 160 great towns in 
England and Wales (London included), London administrative county, -the 
17 principal towns in Scotland, the 10 principal towns in Northern Ireland, 
and the 14 princinal towns in Eire. 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 
































































































































































































































CASES | 1953 1952 

in Countries Seils/is/s “siaic ls 

codtonwon FES IZ la | ee (88 lz /8 
Diphtheria... -.| 17) 1) 12) OQ 3 16| 3) 10} O 
Dysentery ..  .. | 736 ns} | | 9 367| 34 61, 5| 2 
Encephalitis, acute. . 44 0 1) Oj 5} 0} 1) 0 
Enteric fever: ae Ped 

Faratypboid 2. | 11] 1B) 0 3) Osa 0 | 
Food-poisoning .. 234) 21 ak ee 91; 4 | 
Infective enteritis or 2 ee | 
ma. | | 19) 17 | | 12) 23 
Measles* .. .. | 10,034| 305| 492) 355) 245] 4,494| 240| 426| 228] 469 
Meningococcal infec- | a 

a. es 43) 3) 11) 1 40) 3) 14 0} 2 
Ophthalmia neona- nS wee | 

torum.. Pee 47; 7) 10 1 36; 1) 13) O 
Pneumoniat .. | 515| 29) 192, 7; 4] 491] 34) 214) 6} 2 
— agen 25| 5 | | f 1s} 3 e 

Non-paralytic 7: | 9 11 i} 9 9 3h 6 aly 5; 1 
Puerperal fever§.. | 254) 15 a} 267| 41/17; 2) 2 
Scarlet fever .. | 1,286] 68) 174 30 62] 1,033) 74) 172) 20) 61 
Tuberculosis: | | 

Respiratory oe | 165; 33} 153) 24 

Non-respiratory.. | | 39 5 24, 8 
Whooping-cough .. | 3,312| 244] 480} $0| 153} 2,993] 178| 191) 79| 61 

1953 1952 
tn Great Towns | 3 Half lela lalal4 
gs § 5 Zz Er: ES § 5 z i 

Diphtheria.. ..|° 0} 6) 9 | 0 o} of | 0 
Dysentery .. ‘ea | | 33 
Encephalitis, acute. . | 0 | 0 | 0 
Enteric fever ss 0} 0 | = 0} | oO 
merece! TT TT | 

2years .. ae 9 0 1| 3 10) 4| 1 
Influenza | 10) | 3 9} 1] 1] | 0 
Measles... | jo ft | of 2} oO 2 

. me 

-y pee oo, | 0) 2| 
Pneumonia | 209/ 17] 9) 11) 6} 203/ 28) =| 8S 
Poliomyelitis, acute 1 0 0 1} 0 | 
Scarlet fever + | 0 o | ° . ae 0 
“ee wl 10 {14 16 | 71 aus 24, 23 2) 8 

Non-respiratory.. | iz 0) 6 { oe we fF 
Whooping-cough .. | 4 o 1 0 O 2 ay | (Of (OO 
Deaths 0-1 year .. | 220 23, 303/15 193) 21] 40 15] 7 
oe ed 4,861) 677| $26 102) 203 ana 694| 591, 118] 151 
LIVE BIRTHS .. | 8,411/1257| 932] 235| 462] 8,145|1212| 937] 247| 450 
STILLBIRTHS ..| 205) 25) 17 199| 26| 28 



































* Measles not notifiable in Scotland, whence returns are approximate. 
t Includes primary and influenzal pneumonia. 
§ Includes puerperal pyrexia. 
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Vital Statistics 








Infectious Diseases 


Only small fluctuations occurred in the trend of infectious 
diseases in England and Wales during the week ending May 
16. The largest were an increase of 225 in the number of 
notifications of measles, from 9,809 to 10,034, and decreases 
of 149 for whooping-cough, from 3,461 to 3,312, and 101 
for scarlet fever, from 1,387 to 1,286. 

The largest rises in the incidence of measles were 113 in 
Lincolnshire, from 218 to 331 ; 72 in Lancashire, from 1,417 
to 1,489 ; 72 in Cornwall, from 215 to 287 ; and 59 in Sussex, 
from 354 to 413. The largest falls were 74 in Staffordshire, 
from 364 to 290; 59 in Nottinghamshire, from 177 to 118; 
55 in Warwickshire, from 308 to 253; and 58 in Essex, 
from 348 to 290. Only small variations were reported in 
the local trends of scarlet fever. The largest fluctuations 
in the returns of whooping-cough were falls of 149 in Lanca- 
shire, from 531 to 382; and 40 in Warwickshire, from 221 
to 181; the largest rise was 50 in Surrey, from 96 to 146. 
17 cases of diphtheria were notified, being 5 fewer than in 
the preceding week. The chief features of the returns of 
diphtheria were a rise of from 2 to 5 in Warwickshire and 
a fall from 6 to 1 in Staffordshire. 

36 cases of acute poliomyelitis were notified during the 
week, 3 fewer for paralytic and 1 more for non-paralytic 
cases than in the preceding week. The largest returns were 
London 6 (Lewisham 2, Woolwich 2), Kent 6, Berkshire 4 
(Bradfield R.D. 2). 

The notifications of dysentery numbered 736 and were 7 
more than in the preceding week. The largest centres of 
infection were London 119 (Kensington 35, Islington 18, 
Chelsea 11, Greenwich 11, Westminster 11, Wandsworth 10), 
Middlesex 108 (Edmonton 35, Enfield 19, Tottenham M.B. 
14, Southgate M.B. 10), Lancashire 100 (Liverpool C.B. 30, 
Stretford M.B. 21, Manchester C.B. 15), Norfolk 74 (Great 
Yarmouth C.B. 66), Durham 56 (Stanley U.D. 48), Essex 34 
(Walthamstow U.D. 10), Yorkshire West Riding 28 (Leeds 
C.B. 11), Leicestershire 28 (Leicester C.B. 28), Warwickshire 
28 (Birmingham C.B. 26), and Bedfordshire 26 (Bedford 
M.B. 15). 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified week]y in England and Wales. 
Highest and lowest figures reported in each week during the 
nine years 1944-52 are shown thus ------- , the figures for 
1953 thus Except for the curves showing notifica- 
tions in 1953, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 
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Industrial Accidents and Diseases 


The number of workpeople (other than seamen) in the 
United Kingdom whose deaths from accidents in the course 
of their employment were reported in April was 106, com- 
pared with 122 (revised figure) in the previous month and 
127 (revised figure) in April, 1952. The number of cases 
of industrial disease reported was 45, including lead poison- 
ing 10, anthrax 4, epitheliomatous ulceration 15, and chrome 
ulceration 16. There were no deaths.—Ministry of Labour 
Gazette, May, 1953. 


Week Ending May 23 
The notifications of infectious diseases in England and 
Wales during the week included scarlet fever 1,306, 
whooping-cough 3,103, diphtheria 19, measles 10,277, acute 
poliomyelitis 29, dysentery 754, paratyphoid fever 4, and 
typhoid fever 3. 





Sixty-two mass radiography: units are now operating in 
England and Wales. This was stated by Miss P. Hornsby- 
Smith, speaking at a Mass Radiography Campaign meeting 
in Orpington on April 27. Miss Hornsby-Smith appealed 
to the individual to co-operate with the State by making 
full use of the units when they came to his area. 


- 





> 


"a 
eo eeeesees© 


EE Ss hlClCrall 





JUNE 6, 1953 


MEDICAL NEWS 


1287 


BRITISH 
MEDICAL JOURNAL 





Medical News 


The Practitioner—Various medical journals- in their 
various ways have celebrated the Coronation, one austerely 
with verse. Among them the Practitioner comes out with 
flying colours and a most attractive cover. Its main piece is 
an assembly of photographs of British medical institutions, 
houses of consultants and general practitioners (inside and 
outside), and health centres, and in particular of the early 
homes of some famous general practitioners. The pictures 
alone make the special number a good buy. A foreword 
by the Minister of Health on general practice hits three 
nails firmly on the head: “The status of the general 
practitioner,” he writes, “depends essentially upon three 
things : the trust of his patients, the respect of his col- 
leagues, and the means to do his job adequately.” An 
editorial comment, in the opening pages strikes a timely 
note : “The Practitioner has never been merely a journal 
of general practice; that is taking the narrow specialist 
view which is doing so much harm in medicine to-day. It 
is a journal for practitioners of medicine—whether general 
practitioners or consultants—and if it is to subserve this 
function it must not only be able to present the advances 
in medicine which it is the duty of consultants to propagate 
for the benefit of general practitioners, it must also present 
the consultants with the accumulated wisdom of the general 
practitioners of the country.” This is a sound recipe for 
the repast our contemporary is putting before its readers 
each month. 


Westminster Hospital Medical School Dinner.—The Old 
Students’ dinner was held at Grosvenor House on May 29. The 
occasion was marked by the farewell of Dr. I. W. Magill, 
founder of the school of anaesthesia at the Hospital and 
chairman of the dinner, who retires this year from the staff. 
When the Loyal Toast and the toast to the Hospital and 
Medical School had been drunk, Mr. H. E. Harding, the 
Dean, proposed “The Guests,” whom he referred to as 
“friends of Westminster Hospital and School: people who 
have given rather than taken.” They included Sir Robert 
Young, “the doyen of practising physicians,” the Lords 
Wigram, Addison, and Kershaw, members of the Board of 
Governors, and the directors-general of the three armed 
Services. In his reply Sir Robert Young referred to some 
of the differences between medicine now and when he 
began : there were then no x rays, clinical laboratories were 
only just being set up, and diagnosis depended solely on 
history-taking and the evidence of the five senses. ‘“ Al- 
though,” as he epitomized the change, “ the science of medi- 
cine has advanced greatly, I am not quite sure that the 
art of medicine has advanced with equal steps.” Dr. R. 
Machray proposed the health of the chairman, Dr. Magill. 
He reminded his audience how Dr. Magill had been the 
first member of the staff to devote himself entirely to the 
practice of anaesthesia. To no one man. he said, perhaps 
in the world had the ‘develop- 
ment of anaesthesia owed more 
than to Dr. Magill. In a speech 








he looked: forward to further discoveries from the depart- 
ment of anaesthesia at the Westminster. 


W.H.O. Budget for 1954.—The Sixth World Health 
Assembly’s committee on programme and budget has recom- 
mended that the W.H.O. budget of $84m. for the financial 
year 1954 should be spent as follows: nearly $44m. on 
advisory services, $14m. on technical services, $1m. each on 
regional offices and administrative services, and the remain- 
der (less than $}m.) on organizational meetings, expert com- 
mittees, and conferences. In the words of the retiring Director- 
General, Dr. Brock Chisholm: “ What W.H.O. is now spend- 
ing on international action for the protection of the health of 
the men, women, and children of the world is no more than 
the amount many a large city spends on its own municipal 
sanitary arrangements. Indeed the budgets of the Organiza- 
tion have been and are ridiculously smali, when viewed 
against the background of the tremendous health needs of 
a world in which two-thirds of the population is still de- 
prived of the benefits of modern scientific and medical 
knowledge.” 


Award of Albert Medal.—The gold Albert Medal of the 
Royal Society of Arts for 1953 has been awarded, with 
the warm approval of the Duke of Edinburgh, President 
of the Society, to Dr. E. D. Adrian, O.M., P.R.S., Master 
of Trinity College, Cambridge, for his outstanding con- 
tributions to neurophysiology. The Albert Medal, which 
is the highest award in the gift of the Society, was insti- 
tuted in 1864 to commemorate the Presidency of the Prince 
Consort from 1843 to 1861. It is awarded annually for 
“distinguished merit in promoting Arts, Manufactures, and 
Commerce.” 


The Annual Conference of Prison Medical Officers was 
held at the Home Office on May 22, the chair being 
taken by Dr. H. K. Snell, Director of Medical Services, 
Prison Commission. At the morning session Dr. N. J. deV. 
Mather, consultant psychiatrist at Crumpsall Hospital, 
Manchester, addressed the conference on “ Schizophrenia in 
Relation to Criminal Behaviour.” The afternoon was 
devoted to the subject of the management of the homo- 
sexual in prisons and Borstal Institutions, papers being read 
by Dr. W. J. Gray and Dr. D. A. Ogden. The papers were 
followed by a discussion. 


Tavistock Clinic—The Tavistock Clinic, London, has 
issued a prospectus of the training courses available there 
during the year 1953-4. These include courses on child 
psychiatry and psychotherapy, clinical psychology, the 
Rorschach method of personality assessment, and psycho- 
genic speech disorders. There are also two courses for 
general practitioners, on “ Psychology in General Practice ” 
and “Speech Disorders in General Practice.” The number 
of -vacancies for these courses is very limited.’ Applications 
for the prospectus should be made to the Training Secretary, 
The Tavistock Clinic, 2, Beaumont Street, London, W.1. 


China.—The Government of the Republic of China has 
notified the Director-General of the World Health Organiza- 


Medical Members of the Everest Expedition 





of great modesty, Dr. Magill 
described how he had begun at 
Sidcup 30 years ago the tech- 
nique associated with his name 
—blind intubation of the larynx 
through the nose for operations 
on the mouth. In those days 
there had been no local anal- 
gesics for the larynx or muscle 
relaxants, and success depended 
on the dexterity of the anaes- 
thetist. Of anaesthesia nowa- 
days he warned against using 
“ sledge-hammer” methods in 
every case: “ Anaesthetists are 
too liable to rely on resuscita- 2 

tion.” Turning to the future, Dr. M. Ward. 








- Mr. R: C. Evans. 
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tion that it will again participate in the organization’s work. 
China withdrew from W.H.O. in 1950. 


Bart’s Journal Coronation Number is being sent to all 
Bart’s men, whether regular subscribers or not. Any who do 
not receive a copy should write for one to the Editor, St. 
Bartholomew’s Hospital Journal, St. Bartholomew's Hospital, 
London, E.C.1. 


COMING EVENTS 


Surrey Coronation Ball.—The Coronation Dinner and Ball 
of the Surrey Branch of the British Medical Association will 
be held at Selsdon Park Hotel, Sanderstead, on June 25 at 
7.30 p.m. Tickets (price 2 guineas) may be obtained from 
Dr. L. A. Gibbons, Fulham House, Waterlow Road, Reigate, 
or from Dr. J. W. Starkey, 9, Lovelace Road, Surbiton. 


Society for Endocrinology.—A lecture on “ The Prostatic 
Glands as Targets for Steroids ” will be given by Dr. Charles 
Huggins, of the Ben May Laboratory for Cancer Research, 
University of Chicago, at the Royal Society of Medicine, 
Wimpole Street, W.1, on June 23 at 5.30 pm. The 
chair will be taken by Dr. J. F. Folley, D.Sc., F.R.S. 
Admission free without ticket. 


A Refresher Course on the Anterior Pituitary Hormones 
will be held at the Hépital Laennec, Paris, from June 23 
to 27. Apart from lectures by Professor H. M. Evans, 
director of the Institute of Experimental Medicine at 
Berkeley, California, there will be clinical and therapeutic 
papers. Registrations should be sent as soon as possible, 
accompanied by the fee of 5,000 francs, to Centre d’Etudes 
et de Recherches Endocrinologiques, 37 rue Spontini, Paris. 


British Association of Sport and Medicine.—A meeting 
will be held in the Westminster Hospital Medical School 
on June 24 at 5 p.m., when Sir Adolphe Abrahams and 
Dr. A. McEldowney will open a discussion on “ The Doping 
of Athletes.” 


British Association of Urological Surgeons.—The annual 
meeting of the British Association of Urological Surgeons 
will be held in Leeds from June 25 to 27. The meeting will 
include operating sessions, clinical demonstrations, and the 
reading of papers. There will also be a discussion on 
urinary tuberculosis opened by Mr. J. Cosbie Ross. Mem- 
bers are asked to make their own hotel reservations, and 
those requiring further information should communicate 
with the hon. secretary, 45, Lincoln’s Inn Fields, London, 
W.C.2. 

NEW ISSUES 


Abstracts of World Medicine.—The June issue (Vol. 13, No. 6), 
which is now available, contains abstracts of important papers 
on both medical and surgical subjects drawn from the medical 
literature of some 20 different countries and of all five continents. 
In addition to clinical medicine and surgery, the subjects covered 
include pathology, bacteriology, pharmacology, and chemo- 
therapy, and there are also sections dealing with public health 
and industrial medicine, forensic medicine, anaesthetics, radiology, 
and the history of medicine. 

Issued monthly ; annual subscription £4 4s., single copy 8s. 6d. ; 
a specimen will be sent free on request. 


SOCIETIES AND LECTURES 


Menday, June 8 
Epowuacn University.—At University New yo 5 p.m., Dr. Douglas 
Guthrie: Early Days of Medical Education in Scotland. 

Meprcat Socrery ror THE STruDY oF VENEREAL DISEASES.—7.30 p.m., 
E. (Columbia University, New York): Natural History of 
Syphilis and its Relationship to Preventive Medicine. 

wat ScHoot oF Lonpon.—4 p.m., Dr. A. L. 


Rorat Eve ‘Wosrera.—3 p.m., Mr. R. A. Burn: Blood Diseases and their 
Ocular Complications. 


Tuesday, June 9 


Instrrure or DermaToLocy.—5.30 p.m., Professor C. A. Keele: Hyper- 


Royal COLLEGE OF SURGEONS OF ENGLAND.—5 p.m., Moynihan Lecture by 
Dr. H. L. Jaffe (New York): Giant Cell Tumour (Osteoclastoma) of 
Bone: Its Pathological i q 

Rovat Eve Hosrrrat.—S p.m., Mr. T. M. : Corneal Grafting and 
Indications. 

Wetont-FLemine INsTITUTE OF MicRoBIOLOGy, St. Mary’s Hospital Medical 
School.—S p.m., Almroth Wright Lecture by Professor J. R. Squire: 

Hypersensitivity ‘and Disease. 





Wednesday, June 10 

INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. R. W. Riddell: Mycology— 
Pathogenesis of Tinea Capitis. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—2 p.m., Dr. R. E. O. 
Williams: Control of Air-borne Infection. 

Royal. COLLEGE OF SURGEONS OF a —S5 p.m., Hunterian Lecture by 
Professor Milroy Paul: Surgery of : the Congenital Anomalies of the 
Midline Ventral Abdominal Wall. 

Roya Eye Hosptrat.—5S.30 p.m., Mr. L. H. Savin: Ophthalmic Neurology. 


Thursday, June 11 

EDINBURGH UNIVERSITY.—At University New Buildings, 5 p.m., Dr. Douglas 
Guthrie: Evolution of Sick Nursing. 

@HampsteaD GENERAL Hospitar.—3 p.m., Mr. A. Emlyn Williams: 
Common Diseases of the Anus and Rectum ; 4.15 p.m., Dr. E. W. Hart: 
Minor Ailments in Childhood. 

HonyMaN GILiespre Lecrure.—At University New Buildings, Edinburgh. 
5 p.m., Dr. J. A. Tulloch: The Prognosis after Myocardial Infarction. 
INSTITUTE OF DeRMATOLOGY.—5.30 p.m., Dr. R. W. Riddell: Mycology— 

Superficial Fungus Infections of the Skin. 

NUFFIELD ORTHOPAEDIC CENTRE, Wingfield-Morris Orthopaedic Hospital.— 
8.30 p.m., Dr. H. L. Jaffe: Solitary Fibro-osseous Lesions of Bone and 
their Relation to Fibrous Dysplasia. 

@PostorapuaTe Mepicat ScHoo, oF Lonpon.—4 p.m., Dr. B. Ackner: 
Depression. 

Royal COLLEGE OF SURGEONS OF ENGLAND.—5 p.m., Bradshaw Lecture by 
Sir James Paterson Ross: Unsolved Problems in the Surgery of the 
Sympathetic Nervous System. 

St. ANDREWS UNrIvVoRsITY.—At Physiology Department, Dundee, 5 p.m., 
Professor D. Campbell: Function of the General Medical Council and 
its Influence on Medical Education and Ethics. 

St. Georce’s Hospirat Mepicat ScnHoo.r.—S p.m., Dr. A. S. Paterson: 
Postgraduate demonstration in neurology. 

West Lonpon Hospitat MEpicat SchooL.—At Medical Society of London, 
4.30 p.m., Alex Simpson Smith Memorial Lecture by Sir Clement Price 
Thomas: Benign Tumours of the Lung. 


Friday, June 12 

INSTITUTE OF CARDIOLOGY.—At Royal Society of Medicine, 5 p.m., St. 
Cyres Lecture by Professor J. McMichael: Right Ventricular Failure. 

— OF DERMATOLOGY.—5.30 p.m., clinical demonstration by Dr. F. R. 

ttley 

Leeps UNIVeERs!Ty.—At Littlewood Hall, Instructional Block, General 
Infirmary, Leeds, 8.15 p.m., Professor Sydney Sunderland (Melbourne): 
Applied Anatomy of Peripheral Nerve Tranks. 
POSTGRADUATE MEDICAL SCHOOL OF LONDON.—4 p.m., Dr. C. L. Cope: 
Adrenal Cortical Function. 

Sr. ay Si Rng MeEpIcaL SCHOOL.—5 p.m., Obstetric and Gynaeco- 
logical Conference. Mr. Aleck Bourne: Delay in Labour 


Saturday, June 13 

ASSOCIATION OF CLINICAL BIOCHEMISTS: SOUTHERN ENGLAND AND SouTR 
Wates Recion.—At Courtauld Institute of Biochemistry, regional mect- 
ing. 1.30 p.m., demonstrations ; 2.30 p.m., papers. 





APPOINTMENTS 
NORTH-EAST METROPOLITAN REGIONAL _ Hosprrat Boarp.—The following 
consultant appointments are a J. Suchet, M.R.C.S., L.R.C.P., 
M.R.C.O.G., Part-time Obstetrician ans Gynaccologist, St. Andrew's 
Hospital, Bow, and Poplar Hospital; A. Giordani, M.R.C.S., L.R.C.P., 
D.M.R.D., Part-time Radiologist, Harold Wood and Goodmayes Hospitals ; 
R. HV. Hafner, F.R.C.S., Part-time Orthopaedic Surgeon, . Mildmay 
Mission and Queen Elizabeth Hospital for Children; Mrs. Helen Gillespie, 
M.R.C.S., L.R.C.P., Part-time Psychiatrist, West Essex Child Guidance 
Clinic, Walthamstow; S. F. Hans, M.D., F.R.C.S., M.R.C.0.G., Part- 
time Obstetrician and Gynaecologist, Hertford Group of Hospitals; S. D. 
Perchard, M.D., M.R.C.O.G., Part-time Obstetrician and Gynaecologist, 
Mile End Hospital ; Lord Amulree, M.D., F.R.C.P., Part-time Geriatrician, 
St. Matthew’s Hospital ; N. E. France, M.B., B.Ch., Full-time Pathologist. 
Queen Elizabeth Hospital for Children; Ivy M. Tuck, M.B., B.S., Full- 

time Pathologist, St. Margaret’s Hospital, Epping. 





BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 


Herst.—On May 8, 1953, at Guy’s Hospital, London, S.E., to Pamela, 

—_ ay Green), wife of Edward R. Herst, M.B., a son—lIan 
alcolm. 

MacAuliffe.—On May 16, 1953, to Judy (formerly Baldry), wife of 
Dr Richard MacAuliffe, of Saltburn, Yorks, a daughter. 

McCoy.—On April 28, 1953, at the University College Hospital, London. 
W.C., to Dr. James McCoy, 14, Great Russell Street, 
London, W.C., a daugtter—Katherine Mary. 

Miller.—On May 22, 1953, at St. Mary’s Hospital, Harborough Magna, 
near Rugby, Warwicks, to “ Prue,”” wife of Dr. Peter Miller, a sister 


for Anne and Susan—Jean Rosemary. 
to Margaret (formerly Milman), wife of 
Dr. N. EB. Na a Genanene. 
Rhied.—On May _ 1953, at > The Mount, Pontefract, Yorks, to Nicky, 
wife of James A. Rhind R.C.S:, twins—a son and a daughter. 
-—On May 8, 1953" “at the European Hospital, Kitale, Kenya, 
to Beth (formerly Morgan), wife of Dr. Leslie R. Whittaker, a son— 
Clive Leslie. 
DEATHS 


Boyd.—On May 8, 1953, at Birchington, Kent, John Errol Moritz Boyd, 
M.C., M.R.C.S., L.R.C.P., Colonel, R.A.M.C., retired 
Carling.—On May 2, 1953, Aibert Carling, M.B., B. Ch., formerly of Bristol, 
88. 


Chalmers.—On April 29, 1953, in hospital, James Chalmers, M.B., Ch.B., 
D.P.H., of Woodbank, Oakamoor, Staffs. 

Fena.—On April 26, 1953, Arthur James Fenn, M.R.C.S., L.R.C.P., 
199, Southampton ‘Way, ‘London, S.E., aged 69. 

Fernando.—On May 2, 1953, in London, Charles Walter Solomon 

Fernando, M.R.C.S., L.R.C.P., D.M.R.E., of Horton Place, Colombo. 

Ceylon. 
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Any Questions ? 








Correspondents should give their names and addresses (not 
for publication) and include all relevant details in their 
questions, which should be typed. We publish here a selec- 
tion of those questions and answers which seem to be of 
general interest. 


Prognosis after Accidental Haemorrhage 


Q.—Please can you give the prognosis for future pregnan- 
cies after a stillbirth due to accidental haemorrhage ? 


A.—The future outlook in such a case depends very much 
on whether the accidental antepartum haemorrhage was asso- 
ciated with toxaemia of pregnancy, chronic hypertension, or 
chronic nephritis. It depends on whether the woman still 
has evidence of hypertension or impairment of renal func- 
tion; and her age and parity may also have a bearing. 

Unless there is any: special predisposing factor present, 
the risk should be assessed against the fact that the overall 
incidence of this complication is less than 1% of all deliv- 
eries, and this figure includes the less severe cases in which 
the foetus often survives. 


Hormones and Peptic Ulcer 


Q.—What part do hormones play in-the aetiology and 
treatment of peptic ulcer ? 


A.—There are, unfortunately, more theoretical than 
practical considerations in our present knowledge of the 
relation of hormones to the aetiology and treatment of 
peptic ulcer. Hypersecretion is a common finding in 
duodenal ulcer, and it is at least conceivable that inter- 
ference with normal hormonal control of secretion might 
play a part. It is possible that the gastric phase of secre- 
tion due to the production of gastrin by the pyloric mucosa 
could be prolonged if a normal inhibiting mechanism 
failed. There is some evidence that inhibition is caused 
when the acid in the stomach reaches a certain concentra- 
tion. Again, the small intestine hormone enterogastrone 
normally reduces gastric secretion, and if its production was 
inhibited hypersecretion could result. 

There appears to be some relation with the adrenal 
glands, for increased gastric secretion is also produced by 
A.C.T.H. or cortisone, and experience has shown that 
patients suffering from gastric or duodenal ulcer tend to 
relapse and may bleed or perforate under treatment with 
these substances. There is, however, no evidence that 
adrenal cortical hyperactivity in the absence of steroid 
therapy plays a part in duodenal ulcer, although it is 
suspected that it might explain the exacerbation of ulcer 
symptoms which may follow acute emotional disturbances. 
It is also likely that sex hormones may play a role in the 
determination of peptic ulcer. 80% of ulcers occur in men 
and there would appear to be substantial sex protection in 
the female, a protection which is most marked during the 
reproductive years of life. Before puberty the incidence 
of ulcer is small, but the sex incidence is equal. After 
puberty the frequency of ulcer rises in both sexes, but the 
increase is far greater in men. There is a sudden increase 
in frequency of peptic ulcer in women at and after the 
menopause, and in the later decades of life the frequency 
of ulcer approximates in the two sexes. Peptic ulcer 
appears to be particularly inactive during pregnancy and 
acute perforation is then excessively rare. Peptic ulcer in 
women is discussed in an article at p. 1254 and an annota- 
tion at p. 1270. ar 

Unfortunately experience with oestrogens, progesterone, 
gonadotrophins, and testosterone has not demonstrated any 
significant effect on gastric secretion or beneficial results 


on the healing of ulcer. The possibility of an anti-ulcer 
hormone promoting healing of the ulcer crater apart from 
any effect on gastric acidity has been postulated to explain 
the prolonged absence of ulceration which may occur after 
the administration of enterogastrone in dogs subjected to 
the Mann-Williamson operation (a method of diverting 
duodenal juice away from the pyloric region, by trans- 
planting the duodenum into the ileum and anastomosing 
the cut end of jejunum to the pylorus). Sandweiss and his 
fellow workers have claimed that the urine of pregnant 
and non-pregnant women contains a substance capable of 
facilitating the healing of Mann—Williamson ulcers in dogs 
without affecting gastric acidity, and that this protective 
factor is not present in the urine of ulcer patients. It is 
conceivable that the isolation of such a factor, if it really 
exists, or the chemical identification of urogastrone 
excreted in the urine and derived from enterogastrone, 
would offer hope of a hormonal cure of duodenal ulcer. 

In the vast medical literature on peptic ulcer all the 
endocrine glands have been implicated, but there is no real 
evidence of the part they play. 


Holiday T.A.B. 


Q.—For which Western European countries is T.A.B. 
inoculation a wise precaution before a holiday? How long 
before the holiday should inoculation be performed, and 
what dosage is advised for adults and children? How long 
will immunity last, and are booster doses recommended for 
subsequent years ? 


A.—Enteric fever (typhoid and paratyphoid) is still an 
endemic infection of some prevalence in France, Spain, and 
Italy. In Germany after the war there were numerous 
large epidemics which have probably left their mark in an 
increased incidence of enteric carriers. Infection is less 
common in the Low Countries and relatively rare in 
Scandinavia. 

T.A.B. inoculation should preferably be completed a few 
weeks before going on holiday, as it sometimes causes 
systemic as well as local reactions. The effects of such 
reactions can be minimized by having the injection in the 
late afternoon or evening, and by taking an antipyretic 
tablet before going early to bed. The dosage depends on 
the type of vaccine used: for alcoholized vaccines the dose 
is 0.25 ml. and 0.5 ml. for adults (0.2 and 0.4 for fémales), 
half the adult dose for children aged 5 to 14, and one-fifth 
to one-third of the dose for younger children. Babies under 
1 year do not need to be immunized. With phenolized or 
heat-killed vaccines the dose is roughly double that for the 
alcoholized vaccine. The two injections are best given at an 
interval of seven to fourteen days, and a considerable degree 
of protection is believed to last for one to two years. A 
booster dose should be given after that time if the individual 
is going back to a country where the infection is still preva- 
lent and the water supplies are suspect. 

It must, however, be emphasized that infection may occur 
in spite of active immunization with any type of vaccine, 
and every precaution should be taken to avoid unnecessary 
risks with food and drink, particularly in country districts 
or small towns where piped water supplies are not available. 
Fortunately, chloramphenicol has a specific curative effect 
on enteric fever, and anyone holidaying abroad who develops 
a suspicious illness should consult a doctor, who will presum- 
ably prescribe chloramphenicol if he is at all worried about 
the possibility of enteric infection. 


Foetal Asphyxiation by the Cord 
Q.—Can an infant in utero be asphyxiated by its own 
cord ? 


A.—Anomalies of the umbilical cord can certainly cause 
asphyxia and death of the foetus in utero, and this can 
occur at any stage of pregnancy or labour. Knots which 
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tighten, loops which form around the foetus, and even tor- 
sion of the cord, sometimes cause foetal death and abortion 
as early as the 12th week. Usually, however, such arrange- 
meats of the cord remain loose enough to avoid interference 
with the circulation in the umbilical vessels until labour is 
in progress. Then, with the descent of the foetus, the knot 
or loop tightens sufficiently to cause asphyxia. Looping of 
the cord around the foetal neck can sometimes be suspected 
or diagnosed as a cause of asphyxia during labour—one 
test being to study the behaviour of the foetal heart when 
the head is deliberately pushed down towards the pelvis. 

Nevertheless, the cord is very often looped once or twice 
round the foetal neck without any harm resulting. It re- 
mains loose until the foetal head is actually delivered. 
Moreover, * cord round the neck” is such an easy explana- 
tion to offer for the death of the foetus that it becomes 
suspect as a cover for bad obstetrics. This diagnosis is 
undoubtedly made more often than is justified, and it is 
therefore often viewed with suspicion. Despite this, there 
can be no doubt that tightening of a loop of cord round 
the foetal neck or trunk, or tightening of a true knot, is a 
definite although rare cause of foetal asphyxia. 


Coital Posture and Obesity 


Q.—What coital position is best for a man with a small 
penis who is married to an obese wife? At present they 
are having difficulty in the act. 


A.—Variation in the size of the male phallus, and obesity 
in one or other partner, are common, and yet it is surpris- 
ingly rare for such mechanical factors to prevent coitus, even 
though they make it less satisfactory. The case in question 
should be reviewed to make sure that the blame for failure 
in coitus is not being wrongly placed, and that other causes 
such as male impotence or vaginismus are not present. If 
the trouble proves to be entirely mechanical then an intel- 
ligent couple might be expected to find the most satisfactory 
posture by experiment, and in this they could be helped by 
some book such as Van de Velde’s Ideal Marriage 
(Wm. Heinemann Medical Books), which devotes a whole 
chapter to coital postures. The position which might prove 
most satisfactory is the one in which the wife lies on her 
back and extends her trunk either by placing a firm pillow 
under the lumbar spine or by allowing her legs to hang 
downwards over the edge of a couch, as in Walcher’s posi- 
tion, which was formerly used in obstetric practice. 


Recurrent Gall-stones 


Q.—What is the likelihood of stones recurring in the 
common bile duct after cholecystectomy or choledocho- 
tomy? Is there any satisfactory way of preventing 
recurrence ? 


A.—Most of the so-called “ recurrent stones” have been 
overlooked at the original operation, and the incidence of 
recurrence therefore bears an inverse relationship to the 
diligence with which the original operation has been carried 
out. Even with routine exploration of the common bile 
and hepatic ducts it is possible for stones to be missed, for 
they may easily slip far up into the latter, or a small 
stone can be missed at the lower end of the common duct 
as a result of a bougie or forceps being passed beside it. 
For this reason many authorities on biliary surgery have 
advocated cholangiography on the operation table, but this 
is not a method which is likely to be of any practical value 
outside a large surgical centre. 

Truly recurrent stones are more likely to occur in the 
presence of residual infection, or because a fragment of 
stone has been left behind. A piece of suture material in 
the duct may act as a nidus for further stone formation, 
as also may a small stump of cystic duct. Poor drainage 
through the sphincter of Oddi may occur as a result of 
narrowing at the lower end of the common duct, and dilata- 





tion with bougies may be advisable at the primary operation 
in these circumstances. A measure which has not attained 
wide popularity is the practice of side-to-side choledocho- 
duodenostomy to assist drainage. This alternative channel 
may certainly allow an overlooked stone to be passed subse- 
quent to operation, but many regard the possible regurgita- 
tion of duodenal contents as a real objection to the 
procedure. 

To summarize, therefore, most recurrent stones have been 
previously overlooked, and even with the most careful 
surgery this may still occur, although the likelihood is then 
very largely ruled out. Mere scrutiny of the ducts and 
external palpation are often a very unsatisfactory method 
of exploration. 


Compensation and Industrial Pulmonary Disease 


Q.—What industrial pulmonary diseases are eligible for 
compensation ? 


A.—The important industrial lung diseases for which 
benefit is paid under the National Insurance (Industrial 
Injuries) Act, 1946, are pneumoconiosis and byssinosis. 
Where the pneumoconiosis is accompanied by respiratory 
tuberculosis, the effects of the tuberculosis are treated as the 
effects of the pneumoconiosis. Pneumoconiosis is defined 
in the Act as meaning “ fibrosis of the lungs due to silica 
dust, asbestos dust, or other dust, and includes the condition 
of the lungs known as dust reticulation.” Claimants for 
benefit must have worked in specified occupations and pro- 
cesses after July 5, 1948. These occupations and processes 
cover practically all processes where there is a risk, and they 
are listed in Ministry of National Insurance Leaflet N.I.3, 
obtainable at any local office of the Ministry of National 
Insurance. Claimants who have worked in these occupa- 
tions, but not since July 5, 1948, may be able to claim 
compensation under the Workmen’s Compensation Acts. 
Byssinosis is not included in the above definition, as it is 
not a fibrosis of the lung. Claimants to benefit for byssin- 
osis must have been employed “in any occupation in any 
room where any process up to and including the carding 
process is performed in factories in which the spinning or 
manipulation of raw or waste cotton is carried on” for 
at least 20 years. 

Beryllium poisoning, with its pulmonary manifestations, 
is prescribed disease No. 36. In the same way, pulmonary 
tuberculosis is an industrial disease (disease No. 38) when 
contracted by those whose insurable employment involves 
close and frequent contact with some source of tuberculous 
infection in certain occupations. These occupations are, 
shortly, those involving the treatment or nursing of cases 
of tuberculosis, attendance as a health visitor or home help, 
or research or laboratory work connected with tuberculosis. 


Correction.—William Harvey was physician to Charles I, not 
Charles II as stated in the Journal of May 30, p. 1208, and he 
was not President of the Royal College of Physicians: though 
offered the honour, he declined it. 





All communications with regard to editorial business should be addressed 
to THE EDITOR, British MEDICAL JourNAL, B.M.A. House, Tavistock 
SquaRE, LONDON, W.C.1. TELEPHONE: EUSTON 4499. ‘TELEGRAMS: 
Aitiology, Westcent, London. ORtGINAL ARTICLES AND LETTERS 
forwarded for publication are understood to be offered to the British 
Medical Journal alone unless the contrary be stated. 

Authors desiring REPRINTS should communicate with the Publishing 
Manager, B.M.A. House, Tavistock Square, W.C.1, on receipt of proofs. 
Authors overseas should indicate on MSS. if reprints are required, as 
proofs are not sent abroad. 

ADVERTISEMENTS should be addressed to the Advertisement Manager. 
B.M.A. House, Tavistock Square, London, W.C.1 (hours 9 a.m. to 
5 p.m.). TELEPHONE: EUSTON 4499. TerLeGraMs: Britmedads, 
Westcent, London. 

MEMBERS’ SUBSCRIPTIONS should be sent to the SECRETARY of 
the Association. TELEPHONE: EUSTON 4499. TELEGRAMS: Medisecra, 
Westcent, London. 

B.M.A. ScottisH OFFrice: 7, Drumsheugh Gardens, Edinburgh. 

















3 


' 


an oe 


ane 8 


pen aa 
ory 


Cie a 9 a 


Aedes Mis ie ae ae Soe 
< ow 


a 





